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t-H y K \ salts thereof are useful as preventive or therapeutic drugs 

A - ^ v A p V M ' * : for obesity and so on wherein Ar 1 is an optionally sub- 

. \ „ / ( I ) stituted cyclic group; X and Y are each independently a 

^ • • |^ spacer having a Ci_6 main chain; Ar is an optionally sub- 
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u;k 2-,4-*fe«5-^itvu;K i-3-*fett'4-t;9!/u;k 2— tf 

y^-)V. 2-, 4-^}fc«5-tf US^nJk l-,2-£fc«3-b!PU;k 1 

-,2-*fctt4— y^^-/u;k 3-*fe«4-tfu^-;K a—rv.^TV 
u;k 3— fy^i^-v/u;K 1,2,4-^^7^-5-^ r;k 1,2,4- 

25 ~4<@)&^tf 9ftV*bl4M, «P*b<tt9*fcttlOHOjg^lR^S»l 
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5 

-, 5-3;fcte U )V ; 1-, 3-, 4-, 5-, 6-, 7- 8— f V=^7U 

;i/ ; 1 -, 2-, 3-, 4-, 5-, 6- 7— f > P U ; 1-. 2-, 4-£fcte 5- 
-fV-f >HU;P; l-,S-&tz\$6-y*7¥~JV; 2-,3-£fc«5-*/* 
10 ^iJZjI/;2- > 3-,4-,5-$fcH6-^> , /77-;i'; 2-,4-,5-*fc«6 
- /^>>/5 i Tl/U ;P ; 1 2-, 4-, 5- 6-- *>X-f 5 ^7 U 

wen*. 

r^m-&5f 2 mSK± (M&V < U 2 3 <@) oftldW^ 

10 * Off* U < tt 5 6 *) 3SWfEtt9KHt^ &»tfftS 2 * fca 3 <@ 

trU3 3?>, ft7i>, 77>, T-yS—M -f V77V—)V> * 

25 v^7v^-;v**t^>\/7 7>:&>&Sto£ft* 2 3 

mM^mm&i (Dm^mtvxit. 2-,3-^fc«4-h*7x^uji/;3 

- (l-^-y^JV) -1, 2, 4-my7!/-JI/-5-fJV ; 3- (2-^7^;W - 
1 , 2 , 4 - v 5 7 \/— ;P - 5 — 1 )V ; 3 - (2 - ^ > V? 7 —) W - 1 , 2 , 4 - 
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WTV—Jl'-S— -()l> I 3-7x^-1, 2, 4-^it> ? TV/-;P-5— < 

jv ; 3- (2-^>x^-*^/u;0 -l, 2, t-ttwrv-fr-s—i )i ; 3- 

(3 — rf > H U ;W - 1 , 2. 4 - ttWT V-JV- 5 —f )V ; 3 - (2 - > H U )V) 
5 -(2-^>777 — ?7V-JV-2 — ()V ; 4-7xn;W-l,3-^1fV 

— ju— 5 — r ; — r v5 i t > /-;w-4 — r;v ; 5-71-M+ 

-thV— JU— 2 — f;i/ ; 4-(2-^X-;i/)7oi-;U ; 4-(3-fIZJW7iZ 
;P ; 3- (3- tf U ^W7i-JI^ ; 4- (3- tf U 5*;W ; e-^x-Jl'- 

3- tf U ;'s-7i^k-l, 3, 4-tW7 , /-Jl'-2-'f^ ; 4 - (2-^- 
10 7fJW7i-Jt ; 4-(2-^>77 7^W7i^ ; 4,4'-fJl/7i^ ; 
5-7xr;i/-2-t!'J^I/; 2-7x^-5-lf'JS^; 4-(4- 

tru5?;W73i=yi/; 2-7^— ;w-i.3-:fr*i*v— ;i/-5— r;i>; 2,4-i? 
7iz;v-i,3-tw-ji/-5-^;v ; 3-7x-;i/-^ fv^u-y— ;w 

-5— f;P ; 5-7x^-2-7'JJV ; 4-(2-7U;W7x-;^S*^»f 
15 SftS. 

MiBbfe r^#^sj ©jfe^Tfe; rM6)S^ti 4©¥iSt&« 

($f*L'<«2-,3-^fe«4-lf7xXU;i';6-7xn;V-3-tfU> ? ;K 
20 5-7x-JP-2-HU^Ma J *W*bVio 

25 y^;k '>^P^>^;i/, ^^p^\^->;k 

C 3.j'>7 n7^^1/0^t tTtt, -//7D7n^-iK Ssim-fr 
~;k ^^d^>^-;k ^P^iz— Jk v^p^y^-Jk >^P3- 
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XttW—)^ ^tHa^W5 1 7V'-;K yk Hp^>X-T V^TV- 
25 ;K i?kHDt7f[2,3-b]5 : t7iX fh7kHD^V^yiJX fh 
7kHD^/U>> W >1?U>, -fV-f>h*U>> 7h7kFD+;^U 

fh7.kF07xt>h'J^X ^ij-kFD7x/5 1 7>'> > 
kFD7x/^>> ^h^t Kn^^X Tb7kh*Dt7f'J^ 
X fh7kh*PWJX fh7kh'Dy>;iJ>, fh7kh*nM 
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xx;» , mm^mmm (»su<»tf7xnu;K ^xji/trusw) , 

5 b 8 A©#gt^#3Sf $tttt*9lt£ U < «kf ^ U S?XJ1/ ( tf ^ U 5? 
. y) , 1, 3-5>:*-%t>-» 
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£), c 1 _ 3 T;i/^i/>> J ^v'(^!i> y^i^>> ? ^^> x^i^^^fc 

15 ljTJWK C 5 . 14 7U-M^>-C 1 . % 7)V^r)VmU 

S'pwpfcif), c 1 _ 6 r;i/^-c a _ 14 TU-7^-c a _ a 7';wem;KW, j* 
^;i/7ix;vxT-x;wfj;^). AoyMb$nT^T<&£v> c ,.,^D7Ji/ 
AO^>ftSnwtfej;H c x _ 6 T;vn^^ Aoy>ffc£nWT 

bwrfci^c t^^^MW-x B&gs^bTwrfcJ^c 6-i 

4 7U-;i/-*M ; E'f;k 757, 75;-C,.,7M;K«, 75/^ 
;K 7$;xm 75/yDWk 75;^Mt*)> ^/-c^r^ 

^;vt^ y^;uT^y> x5\>P75/, :/ot?;vri=A -rvyat! 
/, i?x^7sy, i?7"Dtf;v75y, ^^7$/, x^pWPt 

^/-C ,_,7JWV75 ; - C l .,7W(«, y^;wT^/ 

y^;K x^;Krs/*3Mk 7°d^7 = ;^5 1 ;k yyatf^r^/ 
x5p;k ^Tsyima. >'-c 1 . 6 7^75y-c 1 . 6 7^ 
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MM, 9 J^)VT^J jWk VX.f)\sT S. y *?-M y7u\d)V7S/* 
14 7U -;K bWT *> J; 5 & l> b 10 *^##il83S3g»fc 

3&bWTt><fc^5^bioji5!r«Ka*gt*j turn «as© rem* 

15 ' &#bTVVT'b«fc^5&V*b7ate5foaitt75y>J Tg^Sj tb 

MIB r/\oy><b£;nTVvrt>«fcv>c 1 _,r;Mr;wj tutu 09*fc& 1 
20 &v*b5fl* |ff*b<ttifeVib3fiOAny>K^(«, "7vSS» * 
^> 3£*fc2)&#bTv>Tfc«fcv*c 1 _ 6 7;wi/(0»U *5P;k x^;k 7 
Ptr;k -fy^btfjK y^;k -fyy^k sec-y^;k tert-y>;k 
^>^;k ^->;k%£)a*w e>ft& 0 ft#wtUTH i'op^ 
^;k 3 Jy)V^u^)V, HJ^on^wu by yji^a^^k x^;k 

25 2,2,2- HJ7^*DX^I/, ^>^7MDXfJK :/ 

Ptf;k 3,3,3- hu.y;u^pyatf;k -fyyatf;k y*^;k 4,4,4- h 
'J7Mn^Jk -ry.y^K sec-r/^k tert-y^;k ^>^;k -f 

y^>5^k ^>t^>fJk 5, 5, 5- h 'J 7MP^>^;k ^\*~>;k 6,6,6 
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MIS rfcKn*5/-C 1 - a 7>4Vl'J C^eTMJ^ttlt 

MI2 rAny>ft:snTViTt>«kViC 1 _ 6 7;^;wj icivt* c ,.,7^ 

:/Ph!;k ->^n^;K >^a^>^;K a ^r^Jl/ft 

6ti*. JWMfltl/rfclu ->^a^Ptf;K ->^n^;K v^P^>3\>k 

io i/^D^.>^jk 4-^pp^^p / \4 i >'>'^cj;^#tf e>n?>o • 

mm rAQ^^^nwcbinc tutu 
x^;k^, yptr;p^, -r y:/Pt:;]/^\ ttjvtt* sec-r^k^ 

tert-^;i^*fc»tt2*3iSlfSn*. *#flltbT^ 

;k^3\ s^ka-p;*^;^^ hj^m-d^ji^:*-, x^;u^s 7° 

25 P <i VZfU ZTJ-frtt, 4, 4, 4- h U 7;i/^D^;^ 

ffilB rfi^|S&WL/TViT i bJ;^C 7 _ 19 T^;^M fcfcfr* rc 7 _ 19 T 

turn 0a**& ^>>>;k 7x^m ^7iz;wm 
h^xzjw^k l-^^ioWk 2-±y^)V^)V, 2,2-^7 x. 
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XJkX^k 3-7x-;^afcTJK 4-7x-JV^K 5-7x-JK>f 

;kk e> n^> o Jtc^T? % ^ > sw& *f b ^ . 
ItrlB r«si**^rUTViT'b«kvsc 7 _ l9 77;v=¥;wj fc*5tts m&mi 

ho, isyj, ADy>-ffc^nTViT%>«fcviC 1 _ 6 7;p*;K Any^flssn 

TWrfc«fcV> C ,.,^^7^ AD^flsSnTWr *><fcV* c a _ 6 T;i/ 
n=^>, Aoy>'ffc$nTViTt>J;ViC 1 _ 6 T;W^^ tHP.^X 75 

10 ;k7SA <V^DH^75;^ ^KTS/frif), ^-C,. 6 7JI/W 

>>*^;k7S,A ^xway, ^^Dtf;i/75/> 9 J??-)VY 
$a x^*^;k7*y&£K 75;-c 1 .,7;wkw, 7^/?wk 

rsy-c^jjwKW, y^rs/^Wk x^kr^/^^k y 
is ntfjkT^/pWk ^vyDtf;i/75yxm ^;i/75/x^Mt'), 
^-c 1 . 6 7M;P75y-c 1 . 6 7^jK^ ^^Tsyym s?x 

^^75;xWj;a, *;P5;k #;k^$A *;wt^-r;>, 
^A^E-nk ADy>{b^nT^Tfe«fcViC 1 _ e 7M^-*;^x;k c a 
20 _ 6 7;^^->-*M^;K^ ^ N^#;M*x;k ih+^Mrjk 

^-^A^e-ivKflu ^fMMt-r;k x^^jwt^e-r^if)* 

;w\* : e-r;k x^M^k^w^Erf^fct*), Anyxbsn-r^Tfcj;^ 
25 c,-,7^;^Mx^ *;k^;kr$A Any^flssnTwrfeJ^c 

^h^v-*;k#^^ b*&£), c i.e^^Hi^-^y^/ (#K 

*;k*x;kT$A x^x;kfcx;i/7S/fc<!f), C 1 . 6 7M^-*M 
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* ;wt^E-r ;i^^r^ *?izjf-)Vb )vn^ frttz/ts. E) tt z&mvf 

10 u^t, r/No^MbsnTVvtfcJ;^ c x _ 6 7JMr;ki > rADy>ft$ 

£ bTM^ Life <£>tWB V> sn<5o 
15 huIH r/NPyXbSnTViTfeJ:^ C lsTJ^-^K-^J tbTH 

20 HJ7MD7'fe9 : ;K hij^on7W;k 7'D/Ul';k ^y-fJK 
tuts r/\ny><fc£nTvvrfc<kv> c 1 _ e 7;i/^M- ;ki tbtn 

x;w*-;k ^^I/TJI^xjk sec-^;u;*Jk*x;k tert-^;wx;w 

^^^p^^x^^k h u 7;u^-p^^;ux;p^-;k x^Tji/ 
*-jk 7at!MM-jk -f y^Pbf;i/^;i/*-;k y?Mk2ji/*x;k 
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4,4,4- hU7Mn^;i/7Mr;k ^>^;U7>;>^~;k ^~^)VX)V 
5 7v», sat* 3^*3fe^)&wbTViT%>«tvic 1 _- e T^;w-*;p 

S&I2 rtt^^WLTV^Tfe^ViC B . U 7'J-W^J rc 6 _ 

mm mm&^hx^Th^c^^r^)^^^] iz&wz> rc 

15 ^;V:t3r>\ l—yy^)V^)V-t^y, 2,2-v?7x^HfM^^ 3- 
^ac-^yDtf;!/^^, 4-7xZi;i/y^;^^^ 5-7x^K>fJl^ 

14 y^-)v-^jij^^jVi \z&ttz> mmm turn iitus r«gi*£ 

(D^^e,ti§. «&*©$cte\ m^iu^v 5®, £?li;L<tel&^L3 
MI3 ra^sSr^UT^T^^^s^ViUYm^fa^ysyj \Z&tf2> 
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10 ViTfe«kViC 6 _ 14 TU-;i'-*;P^-;K W&a^bWTfc^ 5 ftfrs 

15 tel &l>b 3l@T*&3, M&SW 2 TO_tO*§^ ^S-S^Sra- 

•CI JIT?, rAD^Mb^tlTViTfe^ViC^eTJWI/J , r@&a&#b 

WTfc^c^^r^Wki ibx«, ^-n^nMlB rg^^bT 
rp3&S£Wbwcfc<fcii c 8 _ 14 7U-;i/j tccfett* rc e _ 14 7U-;ki 

25 il/Ttt, 7i-Jk l-t7m 2-t7f Jk 2 — <>5^;k 

xtt> tuS2 r«»ai*^rbTViTt>«tV4C 7 . 19 77»j kiss*** rg$ 
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5 2-t7h^'MtWtfen§. 

mnm^&zzmmm^frbmyxnz i 2 a, » £b< 1 4 
io^rDif *^tr 5 10 m.<d (mm£&ft\z 2 m^,)^Mumm& 

15 jWtfStl*. *#Wfctt, fclAtf* 2-£fc«3-^XX;i/;2-,3-S;fcfci: 
2-*fcH:3-7U;i'; 2-,4- 
*fc»4 5-^-b-V-U;P: l-,-8-Sfc»4-WJ^; 2-K5^; 2 
- , 4 - £ 5 - tr U 5 >*x;i/ ; 1 - , 2 - £ « 3 - bf □ U )V ; 1 - , 2 - £ u 

4-<^ ^ y* u ;v ; 3-£fcte 4- tf >J y-yx;i/ ; 3— f y V u ;w ; 3— f y 

20 W;'JJ1/; l,2,4-*^rU-S?Ty~;P-5— f JW; l,2,4-tW7^- 
;i/-3— ; 2- f 3-,4- f B-*fctt8-*/U;i/ ; 1— ,3— ,4— ,5 — ,6— ,7 

2-,3-^fc«5-^y=¥it'J-;i/;2-,3-,4-,5-*fc:«6-^>yy^- 
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2), 'hP, */7S> APy>ffc£nWT*>«fctr>C \^7)\>*)\>. c 6 _ 14 

^-C 6 _ 14 7U-;U-C 2 _ 6 T;Ht^;W0!|, ^f^7xZ^XrrMa, 
A D y >fc $ tlT V >T .fc V i C 3 _ e $/ # D 7 )V*r)V, A P Mb $ tlT V >T fe 

;M-*>\ 75y/75/-C 1 .,7Jl4M«, t^/^^;k 7^/xf 

io ^7$;, x^75/, ^PhMnr^A ^vyptf;i/T5y> ^ 
)V7s./f&£), ^-c 1 _ 6 7;W7$y(^ ^wsy, ^x^t 

-C 1 . 6 7MJV7$;-C 1 . 6 7^JKi, *F)V7 5. J *3\>k X^jWT 

syym ^Dtf^s/ym -T vyptr^r^/x^k ?9-)V7 
i5 syifMi*)', y-c ,.,7^75;-c ^.rjWKW, v^?^ 

p \t)vr s y x^;k y^9-jV7 s. j x.?-)VteE) , 5 fcv> l 7 m^fn^tfer 
cut, rAPywt;^tiTViTfe«J:ViC !. e 7Wj , rAo^>flj^ 

nT^TfeckVi C a.eV-^PT^^Pj , rAPy>fb£nWTfc«}:V> C i 

_ e 7;io*5/j , rAp^^^nTv^Tt^^c ,.,7;^^ , rm 
25 c 6 . 14 7U-;m'>j , rg&g£^LWTfcJ:v>c 7 _ 19 7^;^;^ 

^SitfcEj feint* rfi^Sj if&* re&gswbTVvcfcj;^ 5 7 
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lulS r7yJl/J £bTfct> 5£:-C0-R 3 , -CO-OR 3 , -CO-NR 

6 3 R 4 , -CS-NR 3 R\ -S0 2 -R 3a > — SO— R 3a , — P0(— OR 3 ) —OR 4 

te-P0 2 -R 3a CxS+s R'fiCDTKJfcJK^ (ii)SmS* : frLTViT ! b«i:^ 

«»3£*WbTV>Tfe<kV>«fc**ak *fctt(ii> bWT*>«fc 
V>g*Si!£ ; R 4 «7K^BR J ?*fc«C ^eTfr^JV&Txh ; R 3 <h R 4 £ tt$Mg 

R 3 £fcteR 3a T^£n£ r@^sswUTV>T s b«kv^Yb7jc^Sj fcfett 

£ rKfls**a6j turn *#*&w«tt*to!c5**<«, tvi^ 

15 &£a*we>n<5. t®5^ «T©J:5fc«*#ifc^big 

a)c,.,m;K^H **\>k x^;k yafcr;k -fv^atr;^ ^ 
;k -f v^9=-;k sec-^;k tert— ^>^;k ^->;^af) ; 

20 &£) ; 

c)c 2 _ 6 7;^-;K^^.fi, x^-;k ^d/i;^;k 2-y^x;^i*) ; 

atfctttebWCfeckl^ ; 
25 e)C 6 _ 14 T'J-;K^^.^ 7i-iK l-^^k 2-^-75^;k 2— f> 
XX 

;k 2-7>m)ltzE), ^Kfi7x-^; 

f)c M ,77;i4JK«^ **>s>;k 7xt^;k ^7xz;wm h 
>j7x-;Mm i-^-7^;M^;k !-t7fWf;^ 2,2-^yx.- 
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jux^Mk 3-7x^;i/yntf;K 4-7i-;^fjk 5-7xxjws>^;p 
r^-fbTK^Sj $f^L<«c 1 _ 6 T;Wk c e . H 7'J-;k c 7 _ 19 

5 rg£fcg£#LWTfc<J;^^t7j<f£gj rggigj tLTit 

/\py>M-?(^i, 7y$; mm, urn, a^fpf&a, c^am' 

io Jim. X^)VT5.S. x^;KF5/\ yntf^TS/, -f v:/Plf;K7i=/\ 

TV^Tfe^Vi C ^^^V-^^^KC 1 . 6 7;i/3+y-AM-;K0!| 1 
15 ^ h+y*Jl/tt Xh+y W-;K' 7D^^y^Mz;k tert- 
7f^y*Jl/^XMa, B&aSrWbWTfcJ;^ 5 lOM^S^ 
liiiv gifea^L.TViTfeJ:^ C 6 . 14 7'J-JV-*Mxjk 

20 5 /&^L6M$lj3Mxjk -C i.aT;!/^;!/-^;!//^^^^ 7 

^■)Vts)w%^)w jl^mjw^-xjvuz), v-c 1 . 6 7Ji/+;i/-)!3;w\' 
ji/A^ wrt>=kv> c 6 _ 14 tu-;p-*;wn* ; e-i' 

25 ikZtlX^Tb ^ C 1 _ 6 7JW^MXJK SmS^WLTViTfeckVi C 

6 _ a4 TU-;P7.;^x;K *;i^;K7$y\ c 1 _ 6 t;wu-;*j;1'#x;m- 

*->(M> 7-feh*>\ :/p A /-T gMg^LWrfeJ; 
^ C 6 . 14 7'J-JH*M-JI/t+'X C i.eT^n^v-^^jHx;!/^ 
;* N*5y#;i/#x;i^*->, xh+y*M-Wy, r/p^v' 
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2 <HEUr©«^ &B&gte|W]-T?& o T Aft o T V>T *> «fc Vi. 

■cut?, rAny>^nt^Tfc«J:^c ,.,7^3+^ > ^D>r>fb 

io 4 7'J-jv-jSjjwwji/j turn *n^?n«wa riisstuT^T^ 

s^ti/T^Tfcj:^c 6 . 14 7U^-AM->'H ttTtt, ^n^nt 

£ rc e _i 4 ru— ;v^^-*;w#x;pj turn «jttf7i=^t*3' 

25 its rc 7 _ 19 T7;v*;i/^^-*jp#x;i/j £>t«u ^>^;u 
s^*;i/#=ju, 2-^7^;u^5 i ;i/^v'*;u#x;k u-^7i^nf 
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& rste^vsmmmmxfrtf-fri turn 09*.^ -n^v-ok <<y 

5 -n^v-ok 2-T-y-r;k 3-?v-r;k 2-^d-t;k s-^a-Ok ^ 
;kk£^tf *>n£. 

^fsi^v%m.mmnti)i^^)V] tutu mx.& ^tfu/*^ 
)Vi3)vn^M 4-tru ^;k*;wvE--f ;k 2-^x-;k*j;w\* ; e^Jk 3- 

mm mmm^mvx^xh^c 6 - 14 t^-jv7,jv^zi)^ \z&nz> rc 
6 _ 14 7U-;w*;v*~;ki tttn #)*.fc£> ;7x~;k2jk*-;k 1-^- 

25 TV>Tfc«kV> Steals SM&Mmifyrt^M , rgJfeSSr^bTViTt) 

tDvn^ )V^r^i \z&vtz> rg^sj tuxtt, h&ib r«&g&wbT 
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14*0*11, 2SlS&tt3S!5£)**3k »*L/<tt(I)-3!f»l*!«*m, (ii)5 

i ^©7J<^m^^i^^tt^.5 i m&te£*mtf ens. 

#frf&n<s> 0 ?t7i>, 77X tfn-;k -T5^V-;k 

15 ;k tr?5», fcruss», tfu^x i,2,4-*wry- 

;k l, 3, ;Pv i.z, i-j-tvt V-;k uj-wt 1 / 
-;k ^> i /^7xx ^>y77>, ^>x-f5^/-;k 

^>x*-3ri*v— ;k ^>^77-;k 'ox-rv^xvwk t7h[2,3 
-b]?t7xx 7i;w-rx -f>H-;k -fy<>F-jk ih — r 

20 >^y-;k yu>, 4H-^/ u^x ^y^'jx */ux 7^95? 

±7&V5?>. ^y^itux ^^- s /u>, -»;'JX #;k>W-;k 

* b < 1 bltM b < « 1 2 j@) ©^#§1 (0»J. ^ 

rs^b lomzmmmmmmi turn 2-££«3-trDu 
tr^^^x ^Wfi/Msx wj>, ^r^k^u >&£#3§ 
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» 

p [2! 2. 1] s\~7t> >tzEimyf sn^o 

<W*.f& 2-*feH3-^X^;i/;2-,3-^fe^4-tfU> ? ;W; 2-£fc«3 
- 7 U ;V ; Z-.4- 5-?7^ U ;W ;. 2-, 4- 5- jT^tDVJ ^ ; 
10' l-3-*fe»4-fc!9 % /U;i' ; 2-H7'» ; 2-, 4-gfc« 5- kTU 5^ 
; l-,2-gfc«3-enU^ ; l-,2-£fcte4-< =^/U;i/ ; 3-£ 
fc«4-fc:u^— ;P ; 3— f VttWVA' ; 1,2.4- 
*^lr*^T % /— ;w-5 — r^;i,2,4-^u-^T^/-;i/-3 — r;u;2-,3-,4 

-,5-£fcte8-3r/ ; l-.3-,4-.5-.6-,7-*fctt8— f V*/U 
15 l-,2-.3-.4-.5-,6-*fcJ47 ! — f >FU;V; 1-, 2-, 4-£fctt 5- 

-f V-f > H ; 1 -, 5-£fcte 6-7^5^;!/ ; 2-, Z-^Tcit 
•^iJ-;P;2-,3-,4-,5-^fctt6-^>y77.-;i^;2-,3-,4-,5-$fe 
« 6-^>y?X-Jl/ ; 2-, 4-, 5- Sfctt 6-^>^7\/0;P ; 1 -, 2-, 4 

-,5-&itfc&-^>x^$yvv)vuao3?wmmmmm;0mt, \-,2 

20 -^fc«3-tfDU> f ^; 1— .2— 4— *'3fc«6 — f5^/U^-;U; 2-S 
fett 4-< 5 ^/U -Jl/ ; 2-, 3- ifctt 4- e7»/»J ^ ; tf^UvV ; 2 
-,3-^7t«4-tf^U^; i-£fc«2-fc?^7^~;i' : *r;i/*U/&£ 
CD#7f#^m^SI»?5: £ 6» ft 5 . 

25 ^ rg&S£*bTv>Tfc±v«figi»j icfetts r«^*j ti/na. 

itm— X * •=> T TV^T feet Vi„ 
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R 4 -e^£ti£ rc^eTJWki ti/TH mx#s x^;k 7 
ntr;K -fvyptr;!/, sec-^;K tert-^;K 

tt, WIB r«SIS*WbTViT'bck^5^Ui0J15SSKas!l5liaj fc&tt 

;k yp#+~>*;^-;p, tert-y h^s^Mfc^fcg), 
20 T^Tfe<t^c 6 _ 14 TU-;i/-^;^-;i. (#k ^> , /<;K.i-t7M' 
;k 2 - :J- y , ©&g£^LTtr>Tt>«fctri c e _ 14 7U-;M-* 
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;W 3, 4--^^ h+S/^x-jVA^^Mf) , «&US&*TbWCt> 

<fc v>##Ktt*3i* JW^-f ;w (00, 2 - M U ; vn^ )V, 2 - * 

12 r«&»£WbWTfc«fcv>c 7 _ 19 T^;v*Jki \z&nz> r«m*j tu 
io T^bjfcfeo^fflv^ns^ 

T*>j;v*#SJ^*3*:&;wx i &'r;ki , ntauS£WbWTt>«fcv>c 6 -i 4 
20 r@m*^WbT^Tfe t tv>c 8 _ 14 TU->-*;wt ; E'r;H itxtt, 

1MB r7zs)V7S./S tl/Ttt, fllfcfck JHTB3 rr^kl T?l&V>b2<B 
25 «^$n7cT5/^tf^>n> ^b<it 5£: -NR 5 -C0R«\ -NR 6 -C00R 
68 , -NR 6 -S0 2 R 6a , -NR 5 -C0NR 6a R 6 \ — P0(— OR 5 ) —OR 6 £7cte 
-P0 2 -R 6 t5£*> R nSTK^^Tc^Ci.eT^^VjR'^WiaR 3 ^ 
1X8 ; R 6a «MS3 R 3a tmMm ; R 6b «R 4 £iM8£^r:i Tr^^n^T 
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5 U 7;U^D^^;^;V^^S > tt&g£*rUTV>T*>J;^ C 6 _ 14 

(«&g£WL<wr ! b£v>c ;p-*ju#=;W -n-c j.,7 
<b$tiTv>T«b«fc^ c 1 _ 8 , 7;i/^xji/*-;i/75 / (fll> ;* 

7S7, h^^D^f^M-^S/, X^XJ^-^73/^: 

r«g|^£WLWTfc£^C 6 . 14 7'J-^-*M^$ h*J > 
TN- (B^S^^LTViTfeiViCe.^TU-^-*;^-^) -N-C 

rg^SSrWUTViTt)J;ViC 6 _ 14 TU-;Px;^r:;i/T5yj \zj$ 

its m&mi tbtii mib mm&^mvx^xh^c 7 . 19 y^)v^r 
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^^J&^tf&tU #£b<«» 5£:-0-C0R 7 , -0-C00R\ -0-CONHR 
5 7 , -P0(0H)-0R 7 ££:&-P0 2 -R 7 CsS*, R 7 tet8f3R 3 £I^;t^£^ 

7;i^;p-#;i^-;i':**>'(#l> 7-feh^v-, ^P/V'f^^i*), 

^b^*;^— jw-^teg), ; ey-c 1 _ 6 7 
t *> J: v> c 6 _ x 4 r u — ;v- # ;w^< ~> (0>J> 7i-;^^a ,; e^ ;w 
s r«MEj turn WfB r©^^WbTViTt>«t^c 7 . 19 75Wj 

25 

ts5 n H ma 5 swbTv>T , b<fcv>5ftv>L im^^wkMrn.^ tut 

1,3-^.71/— ;P-2-^M4,5-^fch*0-l H-2-^ =^l/U;i/fr£^ 
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" Kifctt* rfi&^j tbm MIB r«sis^bTViT'bJ:Vi53ftv>U7 

Ar l T?»Sn* r«^*#LWT*>£^litt*J \z&tf% rg&gj 
tg&g£W b WT *> ck }t> C 7 _ x 9 T JJWVtti/ (0£l<< tt^ >SW:t 

20 ;^d^>^;p^v-, 4-^^;^^>v f ;p^->> 4-x^;i/^>>> 

25 ^5^VJl/7flfiftiR!RT5/ (ff* b<tt l,3-^y-l,3-J?k FD-2 
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-r;wfc£) ; g&g£WUTWc&<fc^c e _ l4 7U-;p-*;wt*-r;w (Iff 

tKIJyxriWMt-fJk 4-* h+3/7i^WJW\ : E-fM 3, 

**#UTViTt>«fcViC 7 _ 19 7'9;WV-*^3j? ; ¥U-5 P (#i;L<te^> 

N— (M^S&WbT^TfeJ;ViC 6 _ 14 TU-;i/-^;^^) -n-c x _ 

; WftaSfc^fUT^TfeJ^C 6 . 14 7'J-Jl'7S;^»7$ 
y (^t<ii7xnjV75;*JV»7$y&t') iM&g^LW 
T"b«kV>C 6 . 14 7'J-;l/^Mr:jI/75y ($?3;b<te4-.* h*>>:7x- 

LWTfeit>C,. 14 7'J-A' (jfSL<(i7xXJK 7MQ7x^P, 
25 ^DD7xZjK ^fjP7i^Jk ^ h4'>7x-;P) ft £ t>$?S8&BglS 

Ar MS, $?£b<«, ADy>If (^u<«7«>^ &*, ; 
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Dtf;k hU7MD>5 L Mt*) ;hHn^>-C,. 6 7W(^U< 
10 jWtf-^S'teg) ; «fcas&*UOvrfcJ:v>c ,. l4 7'J-W-> (£f£b 

M&SSrWb WT& £V> C 9 . 14 7'J ^U-*;^-;!/ Off* b< 
20 ^L<«^xzi;i/^;w\* ; &-r;K 4-^b^>7i^MM ; e-i'Jk 3, 

^ h\ 4 - * h^->7xn;U^;^^1t^ F&i:) ; K& 
S^UWTW^ C 7 . 1B 77;^-*^U-5 K (»^b<«^> 
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s K($f^L<«^> > /^7oi>-2— f;k*;^^r-tf-5 F&£> : 
N- (g^S^WUTViT ! fo«i:ViC 6 _ 14 TU-^-*;^-;i') -N-C x _ 

Tt>j;vic 6 _ u 7U-;i'X;^;i/75; (^i<«4-/h^>'7x^ 

7x=JV-KU^ ($f*U<«6->'xn;i/-3-tfU> J ;K 5-7I-JV 

, 7xn;i/-^u;w (Kf^t<tt5-7x-;v-2-7'j 
15 y-;u-5 — r;v) > ^7xzji/-*w-^ ($?£b<»2, 4-s?y 

\*4- (4-fc!U5W> 7x-JW , 7xZJV-t!>J = y^ ($?£U<te 
2 -7x->- 5 -t?U5 5?n;W > ^>^77^-7xrjP (£?£b< 
«4-.(2-^> , /77^W 7X-JW > 7'J^-7x-^ (*Ft;L<« 
20 4- (2-7U;V) 7i^JV) 7?&So 

Ar l ©#SBfc0lJ£UTfck. ^y> BSIS&WbTViT'bckViC 6 _ 
U 7«J- ;l/ (^sb<tt7x-JK ^;i/^-n^acn;K ^DP7x"jK ^ 

(i) ADy»if (^L<}i7y$, m.m. mmtzz) , Apy>{t$ 
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(20 tt&S [#3;U<«An (ff*l/<!479*, , 

/\ay>fb$nwT'&<fcv>c !. 6 7Mjv ($?*u<«» *3ct 
^ satsh* i b 3 &*rb wxfcck^ c b _ 14 tu-;k# 

10 tl<tt7x-Jk ^nD7i^JK /?;l/7x- ;k 

riiOlf Ic 1 ft ^ b 6 OX^-ii-J tUTH -s-, 
20 -co-, -so-, -so 2 -, — NR 8 — (R 8 (i7OT^ AD^Mb^nx^ 

#-;k Ao^Xb^tiTViTfe^Vi c 1 _ 6 T;i/^;V7.;i/*:njp^T) , a 
□yMb^tlT^TfecfcV^TOC 1 ^ 6 £a&HMfc;!K*& feitf 24ffi©C 5 

25 ifimfzn*. 

rADy>fls$nTViTt>«fcViC 1 _ B 7;wpj ti>x«>wiBr© 
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(DC ,. 8 7^1/>(W^(i -CH 2 -, -(CH 2 ) 2 -, -(CH 2 ) s -> -(CH 2 ) 
4 -, -(CH 2 ) 5 -, -(CH 2 ) 6 -, -CH(CH 3 )-, -C(CH 3 ) 2 -, -CH(CF ,5 
-(CH(CH,)) 2 — , -(CF 2 ) 2 -, -(CH 2 ) 2 C(CH 3 ) 2 -, -(CH 2 ) 3 C(CH 
10 3 ) 2 -&<i:) ; 

(2) C Z s7)V>r-V>W*.\%. -CH=CH-> -CH 2 -CH=CH-> -CH 2 -CF 
=CH-> -C(CH 3 ) 2 -CH=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH 
=CH-> -CH=CH-CH=CH-, -CH=CH-CH 2 -CH 2 -CH 2 -&£) ; 

(3) C 2 _ Q 7)V3r~V>{mXU. -C=C-, -CH 2 -C=C-, -CH 2 -C=C- 

i5 cH 2 -cH 2 -^«if) uEimyfz>n*. 

p r)vti c 5_ 8 d 7)vtr>p *>&m<d 2 m<D7kmm?&m*TT'%z 

1, Z-i/^U^>^-V> \ 1, 2-z/>7U'\* : i/V> ', 1, 3 -SECT'S 
20. 3^>1/>;1, 4—>^P'\3rv'l/> ; 1, 2-->^n'\^l/> ; 1, 3 
-isS7W\7^]/> ; 1, 4-->^P^\^l/> ; 3 P/\^r"fe>- 1 , 
4 — T1/> ; 3-S'£m<M 1 -fe>-l f 2--fl'>';2, 

25 

U<«-0-, -S-, -CO-, -SO-, -SO 2 -, -NR 8 - (R 8 ttMfBi:i^ 
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(DCLeJMUXmH ~CH 2 -, -(CH 2 ) 2 -, -(CH 2 ) 3 -> - (CH 2 ) 
4 -, -(CH 2 ) 5 -, -(CH 2 ) 6 -> -CHCH 3 -^ -C(CH 3 ) 2 -, -(CH(CH 3 )) 
2 -, -(CF 2 ) 2 -, -(CH 2 ) 2 C(CH 3 ) 2 ~^ -(CH 2 ) 3 C(CH 3 ) 2 -^f) ; 
5 (2)C 2 . 6 T^^UX^mt. -CH=CH-> -CH 2 -CH=CH-, -C(CH 3 ) 2 
-CH=CH-, — CH 2 — CH=CH— CH 2 — , -CH 2 -CH 2 -CH=CH~, -CH=CH- 
CH=CH-, -CH=CH-CH 2 -CH 2 -CH 2 -&<i:) ; 

(3)C 2 . 6 m-l'>(^}l -C=C-, -CH 2 -C=C-, — CH 2 — C=C— 
CH 2 -CH 2 -&£) ; 
10 (4) -(CH 2 ) wl O(CH 2 ) w2 -> -(CH 2 ) wl S(CH 2 ) w2 -, 
~~ (CH 2 ) wl CO (CH 2 ) w2 > ~" (CH 2 ) wi SO (CH 2 ) w2 """•» 

— (CH 2 ) wl SO 2 (CH 2 ) W 2 * (CH 2 ) w i NR 8 (CH 2 ) w2 ; 

(5) -(CH 2 ) w3 CONR 8 (CH 2 ) w4 -, - (CH 2 ) w3 NR 8 CO(CH 2 ) w4 -, 

— (CH 2 ) w3 SO 2 NR 8 (CH 2 ) w4 — > - (CH 2 ) w3 NR 8 SO 2 (CH 2 ) w4 - , 
15 -(CH 2 ) w3 COO(CH 2 ) w4 -, -(CH 2 ) w3 OCO(CH 2 ) w4 - ; 

(6) -(CH 2 ) wS NR 8 CONR 8b (CH 2 ) w6 - ; 

(r 8 izmm t mMm* ; r 8 b u r 8 1 mMmz ; wi * £ # w2 u o & v> v 5 © 
20 w6a*o&v>L3&^-r) ^if^tfen^. 

<Kfc-(CH 2 ) wl 0(CH 2 ) w2 -, -CONR 8 -, -NR 8 CO- (IB^«|tf|B<h|WIlC 
> -0CO-, -COO-&£T?&£. &^T<^ -CONH-, -NHCO-> 

- coo - & £ l < , t 9 ft - com- &ft& - coo- b 

<ttC 1 _ 3 T;i/^l/>(0iJ^.^ -CH 2 -, -(CH 2 ) 2 -, -(CH 2 ) 3 -^a> 
-(CH 2 ) w3 CONH(CH 2 ) w4 -, -(CH 2 ) w3 COO(CH 2 ) w4 - (fB^teMfBiilM 
m&m-f) C 1 . 3 T)V*UXMX& -CH 2 -, - 

(CH 2 ) 2 - , - (CH 2 ) 3 - & <?£) & £ L 
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^m^mmi turn mm^ rBms^Lwrfci; 

t^ttgj fcfctt* T^Sj ©i^i:UT^tfct>0^^5tl5. 
5 r^#^^#^j fci, # £ b < »£i*gc 9 & L 14 <D^#^ (2 

Sfctt 3 StSD3Sr«KKfl3***fctt 10 JMt6£iR£3HH^*ir?&S. 

10 Vi 0 

ifegj tbtn MIB Ar 1 Testis rnijyfes^rbTV>Tt>«kViSM^6j 

Wj.ti/tlt m.fc£ >Wk x^;k yptr;k -rv^ntw, y 
25 3p;v, -ryy^;k sec-y^K tert-y?s>k ^>^;k ^^jfe^ 
ftfstis. fcjferfejWk x3S>k yntr;k <y^D.KM£««ff* 
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{b$nwrfe j;v> c ,.,7;V3*'>, An$*><bsnTvvrt>«kv> c 
y^DW^;, -j^)V7^/s x^;1/*^;kt *;i^;k 

15 y\ Ab^ftSftTHTftiti C i.J^-* C X _ 6 T 

7s;&a, c i.,7^-*;^ y-th^x 7*d/v 
20 -r;k*-* c 1 .,7;p*>'- ;p**s/(«, *h^>#;M* 
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20 m:4>fc< tfe i iio^iSf^^ ^j^^o^m-^ 

^>-fc?>gti*g'&LTVvr*>ckV> 3&^b 10* b < 3 8 M) 

=E)VftV>. mWJX fcWJS^X hf^^X fcfPU>?>, 
25 ^Wyi/W5>, A^^fl/W5X ^•y-kHPtfUSv'X 

f^kHD^/ux r*tHD'fv+;'Jx *«fc(^j:n6©Tfia»ai!K 
75>(^ FPtfu^x ih— 4,5-^k 

HP-1H-- T5^/-;K HP-f>H-M 1,2,3,4-f h^k F 
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p^y u >, l, 2, 3, 4-5=- h 7 k HD-f v^y u fc£jWif ens, 
•kfri!h : E)V*v tr^s?x koU5», i.i-^TW 

ih— ra^/-;K 4,5-vtb*p-iH-^^y^-;K 

n-r>b*-;k 1,2,3,4— rb^tFP*/U>, 1,2,3,4-xh^t HD-f 

m r«jftjssWbxviT , bJ;v>^S6***iRj Cfetts r«^j tbT 
MIB r«tfeS&#LTViTfe«kVi5 3^Vib7MI&fDai^T5yj 

io fc£l&v>b5{@, £f£b<tel &v>b «&S$cj&* 2 MBU:©i§ 

Ktt&£&. »*b<«Apy>-fk^nTViT i bcfcv^c 1 _6T;i/^;i' 
b<«y^;0 , 5^bioA^s»i«*»3t (#£b<tet?u^;io , « 
&g (»*b<ttc 1 _ 6 T;ww &^rbTV>Tt>j;Vic 6 _ l4 7U-;p (*? 

(#3;b<te7;M-p^>vy ;k ^dd^>^;!/) , c 
. ,.,7^3+5/^ ^e/w (»^b<«y h^i/y^;i/) , c ,. e 7j^ 

20 R^cfc^R 2 ^ ^-r^^^tifefcBi^S^bT^TfeJ;^^ 

- 1 — f ^&£*»isfc"rs*fr#ff* b^ 0 
^Tfci^^imu ^^mm-^mmmj turn #i 
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StlS^itnKSIIR^&aitfns^xniS^S l fl£U:(0!l*.fck 1-4 fi) 

«3*fc-tt4ai5t) **atfc&&wf&n*. fh^kF'n^ 

5 >y[g]-fV^r/U>, f h 7 1 H D^>y [b] [1, 6] t7f J i^X -^h^b 

h^bKPbU K[3,4-g]*/UX xh^bKPb'J H[3,4-g]>f U 
>, fh7t HDtTU b* [3, 4-g]* /*1*U>> rh7tHPt;'JH[3,4-b] 
*/*1fy>. ^h^bFPbU H[4,3-b][l,5]WJ^X fh7bH 

10 PbU H[3,4-b] [l,5]^-7^U^X fb^tHoK'J F [3, 4-g]^VU 
fh7kHDlfiJ l«C3.4-d7^9S?>, 5=-h^t:h*D^-7b[2,3-d]7-tftf 
>, T-h^t HDTiftfy [4,5-g]-rv^y U>, xh^bFPT-^b/ 
[4,5-b]3VU >> r^7t Ho7€k/ [4, 5-b]^/^'J X rh7hF 
n 7 if b° / [4, 5-g] * / *V U >x f- 9 b H P 7if b" / [4, 5-b] [1 , 5] 7 

15 US*>, f h 7 1 H n 7i?tfy? [4, 5-g] 7 ^ 7 ^tkl*nt7h 

[2,3-d]7^»> ^-tJ-bHDTV^y [4, 5-b]*/ U >, fl>7kHo-|3 
-7J;^U>, rh5k HDtf'J K.[4, 3-bK > F-;k -^h^bFPbPP 
[3,2-g]-rv^/ U fh7kHDkDD[2,3-g]'f V*/ U >, rh5k 
HDkUH C3, 4-b] 7# «J x h 9 b H P fcf U h* [3, 4-b] 7it^t* 

20 *s^wr&n*. &^t*>> fh7kHn^; [b] w,^y^)v>uE 

26 0JAtf 1 &V>b5fi» #£b<«l&V>L3f@-e&3o M&aafca* 2 ffleiu 
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5£ (I) TS&iStl&tt&mtott* X&X 1 [XH1C0NR 8 , NR 8 CO (R 8 « 

, oco £ fete coo T&<5<fb£$i (fcfcU 

5 X^CONR (R«7fcSfiJ^-?£fcteC ,.,7m*«T) T&<5££, Ar fc*/\ 

*JCONHT?»St#, Ar te7;Wk 7;i/P*^&<fctf AP^>^e>Mfe£n& 
• «&S&WbTVVTfc<fcV>4-*3\>l'- 2 P >T&1^\ £fc«2- 
10 ^>y-f;V75/-^/'J >T&<, X^COOTfc&ti^Ar HiW&g* 

£ (10 T^^n^{b:^©4 ,v e ! fe> X^CONR 8 £fcfctNR 8 CO (R 8 te7j< 
15 *> £l> c ,.,7^-*K^ Apy>te$ftTtrvr'bJ;V> C x.,7^ 

20 

4'-^pp-n-[6-[(n, /) ^M-i-ry^MU.i 1 

7x-JI/]-4-^J^W5 H ; 
4' -i? P P-N-[6-(l-tfP U 5>n;M 5\J V) -2-j- 7 J-M [1 , 1 ' - tf 7 x~ 

25 4' -2 P P-N- [6- (1- tf <J ^-JM -2-± 7 f-M [1, l'-t'7x^ 

N-(4-^D ; E7x-Jl/)-6-[(^5 : ;i/7$y)y? : M-2-t7h75 H I 

n- (A'-v p p [i , v-¥73L~)V\ -4--r ;w-6- [ (N, n->>* 9p;p7 

;W-2-t7h75 H ; 
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4' D D-N- [2- [ (N, K-3> ^ 9\>P7 ^ 7 ) * W -6-^ / U ~M [I, I'-fcf 

4' -?;m- o-n- [2- (i-fcfn u 5f ;u) -6-* / u -;w [i,i'-t'7i 

5 4'-^ p a-N-[2-(i-eo u s^M^w-e-^y u-;w ci. r-tf^x- 

4'-7;i/^-P-N-[2-o-tf^u s^m^Whmp/ u-;w [i, l'-if^x 
^l/M-*;^*-^ F ; 
4'-^DD-N-[2-(i-if<U >> ^ j-M -6-* / U ~;W [l , r - tf 7 x - 
io ;i/]-4-^;i/^=^-y-5 F ; 

. 6-(4-7Mn7x-;p) -N- [6- (i - tf p u -2-i- y J-M n p ^ 

>75 F ; 

6- (4- ^ D P 7 x ~; W -N- [6- (1 - tf P U * -2-j- 7 — P J- > 

75 F ; 

15 6-(4-*^;W7x-;i/)-N-[6-(i-t!PU V—frtf-M-i-jry^M—u^y 
7^ F ; 

6- a-7)\s* D7x ~) v> -N- [6- [ (s>* ^;pt 5 7 ) ^ =P;H -2-± 7 - P 

?>75 F ; 

6- (4-^ P P 7 x n; W -N- [6- [ 3^7 :P; W -2-± 7 5\> W 

20 > 75 F ; 

6- (4-* ^;V7 xn;W -N- [6- [ &*^)17 s;)^ 7 3-M ~ n 

>75 F ; 

4- (i-7)V^ra 7x-JP) - N- [6- (l-tf p U &—)V*?-)D -l-y-7=?)V\ -1- tf 
"*U3»:&;MfcHf-5 F ; 

25 4-(4-/h^->7x-jw- N-[6-o-tfpu^-;i/^^;w-2-^7^;w-i-e 
4- (4-* x^;p) - n- [6- a- tf p u s^w -2-^ 7 -1 - tf ^ 
4-(4-/f;l/7xZ;W- N-[6-[(e;^^75/)^5 : ;W-2-t75 ; ;W-i-if 
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6- (4-7 M07x nj» -N- C2- (1- M P U "6-* 7 'J -JW ~ P 

6 _ (4_^ DD 7 x^JV) -N- [2- (1- tf D U z?~)V* 7)V) -6-^ 7 U ~ P 
5 >T^F; 

6- (4-7^:* P 7 x. ~)V) -N- [2- [ (-77 ?)VT 5. 7 ) 7 T)V\ -6-* 7 U ~ 

5- (hdd7 x-;» -N- [2- [ (v^)vr =-7)7 j-m -6-^ 7 u - p 

10 4-(4-7;^n7x=;W-H-[2-(i-b:n >J i?z;Mf;W-6-*y U-;W-i- 

4- (4-7 p p 7 x-jw -N- [2- a- tf p u 5 1 ; w -6-^ 7 u -l- M 

4- (4- 7Mn7x -N- [2- [ ($> y r s 7 ) y -6-4 1 7 u n;M - 
15 l-^'J^>*M*t5H; 

4- (4-7 P P 7 ai^l/) -N- [2- C (-77 ^)V7 s 7 ) 7 7 U n;W -1- 

6- (4-7 p ^ x njp) -N- [7- a- tf p u 5>=.)V* -3-+ / u ~;w n P 
20 6-(hod7 x-;w -N- [7-[(^wsy)^ -3-* 7 u - p 

4- (4-7 ;m- P 7xr:JW -N- [7- (1- t? P U -7— ;i/7 -3-3=- / U — ;W -1- 
4- (HDD 7x~;W -N- [7- [ ^)V7 5/)^ -3-* 7 U ~;W -1- 

25 tf^U^>-*;i/^U-5 H ; . 

4'-^oD- N-[7-[(^w5y)^^w -3-* 7 u ~;w [1 , 1 ' - fc* 7 x - 

4'-7;i^P- N-[7-(i-tfPU> f ^y^;W-3-^7 >Jz;W[l,l'-k'7x- 
JW-4-^Jl/^^a h* ; 
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5-(4-^DD7 i-W -N- [6- [ (>>pt 3\>|/7 5 / ) * -2-± 7^;W -2- kf 

5- (4-7 )\>* D7i -N- [6- (1- tf □ llVrUwV 3\>W -2- tf 

5 4'-^;^D-N-[6-[[4-(4-^ b^^7x^l/)-l-^U ^j/^W-Z- 

4' -7 P P-N-[6-[[4-(4-* h+v'7i-;i/)-l-tf^'J 3>=;W ^^W]-2-± 

4'-* h^v-N-[6-[[4-(4-^ h^rv-^oi^W-l-tf^U^^W^^W^- 
10 t7f JW [1, 1' -f7x-JW-4-*MW= H ; 

N-[6-[[4-(4-* h*~>7 x.~)V)-\-\Z^)V~M*^M-2-?-7^)Vl-4' - 

-¥7 ^M^-XfrtfttS. H ; 
4 , -7J^O-N-[6-[[4-(4-7;i/^P7x~;V)-l-t!^U^-;W^5 1 ;W-2- 

±7^;W[i,r-tf7xn;w-4-^;V^iJ-5 h ; 
is 4'-7uu -N- [6- [ [4- (4-7)V0r p 7 x =;w -i-tf^U s>=;W ^ -2-^- 
^^;WCi,i'-H^xn;i/]-4 T *;^^a F ; 
• N- [6- [ [4- (4-7 p 7 x -1 - tf ^ u V s — j w * 5^; w -2-5- ^ ^; W -4' - 
^ b*>>tt,i'-V7*~)V}-4-%jvtf**j-s. f ; 

N- [6- [ [4- (4-7 P 7 i-JW -1- tf ^ U >>-;W ;* 5=-;W -2-i- 7 -4' - 
20 *3\>Hl. l'-lf ^xr^W-^^^U-S F ; 

4 ■ - 7 )V* P -N- [6 - [ [4- (4-^ =?)V 7 x ~) V) - 1 - hf ^ U J W * 5 1 ; W -2-^" ' 

7^;W [i, r-H7x-;w-4-^;P3K^Fif5 F ; 

4" -7 P P-N- [6- [ [4- (4-* ?JV7xrjW -1- U V—)V\ ^M-l-^7 
^)V\ [1. l'-t'7x^;W-4-*MW5 F ; 

25 N-[6-[[4-(4-^^;^7xrl;l/)-l-t^^u^-;^]^5 i ;^]-2-•^-75 1 ;^]-4•-^ 

4' ^jwn- [6- [ [4- (4-* ^jw? x n;w -l- tf ^ u ^ -2-^- 7 

[1, r-tf7x-;w-4-^;^^$ f ; 
n- [6- [ U- (4-tHo^i/7x :=u» -1- if ^ u ^ -2-^-7 5=-;W - 
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N- [6- [ [4- (4-7 577x -l-kf^'J y^JW *^;W-2-3-7^;W-4' 
4' h*v-N-[6-[[4-(4-- hP7x^;W-l-tWJ 5>=jM *^;W-2-^ 

n- [6- [ [4- (4-7 a p 7 x ~) V) - 1 - tf ^ u s^n; W ;* ^; W -2-± 7 3\J W -4' 

6-(i-7MP7x J^JW -N- [6- [ [4- (4-* h^>7x^;W-l-fcf^'J z?~M 

lo 6-(HDD7i^)-K-[HH-(H h^'>7xn;W-i-tf^U^;W^ 
3\>W-2-^7^W-P^>75 >* ; 

6-(4-* h^->7x^;W-N-[6-[[4-(4-^ h^F'>7xn;i/)-I-tf^U^;W 

^^;w-2-^-7^;w^p^>ts H ; 

N-[6-[[4-(4-* h^y7i^W-l-^ r J *J~)V]*?-)V\-1-1r7^M-l- 
15 (M^x^W-^^VTS H ; 

6- (4-7;i/* p 7 xn;w -n- [6- [ [4- (4-* 9^7 x-;p) -l- tf ^ U ;* 

6- (4-7 D D 7 x - ) V) -N- [6- [ [4- (4-* ^7 x -I-fcf^U >^;W ;* 

20 6-(4-;* f> + y7xr:;i/)-N-[6-[[4-(4-^^7x-;W-l-tf^U^W^ 

6- (4-^ 7 x -N- [6- [ [4- (4-^ ^)V7 x n;» -1 - tf ^ U i?=.M * J- 

6- (4- 7 P 7 x - ;W -N- [6- [ [4- (4- 7 P 7 x V) - 1- tf ^ U v 5 — ;P] 
25 ^^W-2-t7?;W-3f>75 H ; 

6-(4-7nD7x -N- [6- [ [4- (4-7 )V* P 7 x -l - tf * U v^K) ^ 
^]-2-t75 1 JV]^35 1 >7$ H ; 

N- [6- [ [4- (4-7 MU7x ~M -l - fcf ^ U i^n; W ;* 5=-;W 7 -6- 
(4-* h^r->7oi^)-P5 i >75 H ; 
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N- [6- [ [4- (4-7MD7I -JW *J-)V\ * 5=JW -2-± 7 -6- 
(4-* 3MV:7 x n;W >75 H ; 

4- (4-7 JWD7x -N- [6- [ [4- (4-* b 7 x - J W -1 - tf^ U 5*=JW 
5 4-(4-^PP7i-JW-N-[6-[[4-(4-^ h+i/7x^W-l-t!^'J^W^ 
4-(4-* h^i>7x^W-N-[6-[[4-(4^ h^v^x^M-tf^ U 
N-[6-[[4-(4-* Y*i'73L~)V)-\-\±^)V~M*?-)V\-l-~)-y : 5 L )V\-l- 

io (4-^^7x-;w-i-tr^u> ? >^;p^4 i -tf-5 H ; 

4- (4-7 )V* D7x -N- [6- [ [4- (4-* ^)V7 x -)V) 5^;W ;* 
4- (4-^57 P D 7 x -N- [6- [ [4- (4- ;* ^ 7 x ~ Jl/) - 1 - tf ^ >J n; W * ^ 
15 4-(4-* h^>;7xn;0-N-[6-[[4-(4-^^;i/7x-;W-l-tf^U> J -;W^ 

4- u-*^)iy xn;w -n- [6- [ [4- (4-* x~;w -i-bf^ u s>=;w ;* 5=- 

4- (4- 7 )Vitr U 7 x W -N- [6- C [4- (4-7 )V* D7x =;M S?Zi;W 
4- (4-/7 D P 7 i^JW -N- [6- [ [4- (4-7 P :7x~;W -1- tf ^ U ;* 
N- [6- [ [4- (4-7^tn7x^W-l-H^'J V-M * 9-M -2-j~ 7 -4- 
• 25 N-[6-[[4-(4-7MD7x-Jl/)-i-lf^'J^]^5 : JW-2-t7?;W-4- 

(4-^^;P7x-;i/)-i-tf^u> ? >*;^^^ F ; 

N- [6- C 14- (4-2 a a 7x-;W -1-kWJ ;* J-M -2-7-7 '^M -4- (4- 

7MD7x^l/)-l-^'J^>*M^5 H ; 

.4- (4-# p p 7 xn;W -N- [6- [ [4- (4-7 P P 7 x -1- fc!^ U >>~;H ;* 
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N _ [6 _ [[ 4 -(hpo7i -;i/)-i-tf^ u e?x;w ;* 5 1 ; w -2-± 7 w -4- (4- 

N- [6- [ [4- (HDD7x x;i/) - 1 - tf ^ U 5?x;W * 5 1 ; W -2-± 7 J W -4- (4- 
-fb^tl (I) (10 ©ttbttt, #J*.fc£> &$8*&g£e>:K, T> 

i5 bUx^y-;uT^>> ^nA^75>, n,n-^>^;px^v> 

««tt75y«t©il[o»38^0!lt^Ttt> fllAfcf, y;Mrxx y>>>, 
m (i) (io «, m^mm^-r^m^ 7Mv&mmmz.tf:> 



WO 01/82925 PCT/JPOl/03614 

53 

?MUWrfc<fcV>. <b-&«» (I) (10 ^SttttES^ 

am^, U>W*k ^bTk^M&fc ; 

^Hj^-grw^ no&TciSt <au 3 h, i4 c> 35 s&£) -vmm 
10 ^nx^T^^vio 

*589l'fb-&'»*^ ±Lftm&ft, &«Htt#, 
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&mr&%&. m^tm^u^h^y^^m^ ENANTio-ovM(b-v- 
mw?LU. -fv:/D/v-;k 7-trhxHj;k 

b^:7^-<Z>ii§£\ CP-Chirasil-DeX CB(^-x;i/1MX>X*h§!Dte<i: 

*»^W7>f rtct Fo^v'Sfefi l, 2 mm y zmTzm-e?, mc 
is . ^mt.%^msMwm.mx\-t. mtpa ca-^b^^-a-chu^^a 

wt€. tQTkftmm&mchTfc&m (io idwfc-r*fls^*. li^cio 
iDTjc^^^&^ciL'T^ti (io izmk-rzik&w&^vo its® (io 
©yo^y^tum fls&fc (io o7^/s^T->;Hb> T)i*Mt, 
X) /uMfrztiitfc&vi m. (io ©Tsysw n-tjv-r;wb> 
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^>^;vTsy*;^n;Hb, (5-^^;i/-2-^v- 1, 
3-w;u>-4-'f;w h*:>#;w#x;wb, f N7th*o77- 

;Wb> £nU5>;ioWWfc IfA'a^l^^^Wb, ter t-yfJI/ 

fcsnfcflrftfbfcg] ;<t&m uo ©Tkma^rvowb, xjV*JWb, o 

/t;wsiw;Wb, ^n/vowb* tr;tP-r;Wb> ^^->-;w^ 7tu;v 

-fb-a-% (r) ©^M^^a^xx^wb^ 75 FffcSttfcfl?&tt [flu 
<b^ (r) cDjtj^sH^^i/^x^xx^Wb, 
io #;i^^~>pwi'x;wwb> ^^ray^^xx^Wb, e/tn-r 
;i^^->;>Wbx;wWb, x h+^ji/^;i/^vx?^x^fMb> 
7^ub;i/xx^;wb, 1, 3-mvw> 

-4 — r;w ;>wwx;*7\JWb, >'^n^\^r^;i/^>'^;i/#x;i/x^;vx 

15 ft^ttlM»©*j*KioTft^» (10 

<b-&#i (10 o7d^^}1 jaJH*0i 9 9 o#fy rsgAo 
m&tir-eik&Vi (io {c^-fb-r^fe^TSoTfectVic 
20 '#589!<fr&«i«» ^T^fPSfi-T* [«1] &Z> 

jR^Mb^iUTffl^&n*^* (in fc^b (xiii) , 

(IV0 , {k&Vll (Ilia) , CI lib) , (Hie) , (Hid) , 

ib^ (mo > it&m (nih) , <b-&^ din) ^mtuTffl 

25 ^Tt>«fcVi. c©«k3fcttU:l/r«, MIBb^b^ (I) (10 <D 

T^y-fbS^> xjwwbEjfc, 7s Hft^ xxx;Wb^/&. 
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■ft-vt 77^">at^ #)V—7 yW11/->'3>X (ORGAN 
IC FUNCTIONAL GROUP PREPARATIONS) i 
2JS> T^xSy^^V'Xth (ACADEMI C PRESS, INC.) 
5 19 8.9^ ; 3>yijA»^-t-^-«/^ • h7>7 7*-^—>3. 
> (Comprehensive Organic Transformations) VCH Publishers Inc., 1989 

mmm 1 ] 

i£ (I) {C*DViTX^-(CH 2 ) w3 C0NR 8a (CH 2 ) w4 - , Trafe-5lk^ (I a) 

io Mz.i£rm~7$. FibKfoiz^TmTgznZo 

Ar -(CH,)^— COOH + HN (CH z )w4 Ar — Y — fi(~ 



r Ba U7mm^tcW\a^>it^nx^x%^ c ,. 9 7JW 

20 i) w l 7km&m*m^zjjm 

k r ? D^^^>VhUTV-;KH0BT)*5<k^(*fc«)M^»^^b 5 



(II) 



(III) 



A r ' — (CHPv/3 — COM — (CHj) w4 — Ar— Y— N 

(la) I \ 
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i-x^;v-3-(3-^^;i/T$y^Ptf;i/)*;^> ? -rs h *ffl»£(wsc) 

<tt^nD^», x—r (# * u < « thf) 3& £ aus iff e> . 
r&gj turn «i^t« 

U^^A, zRiilfl^HJtfA, *#fl5# U *A, **fb#;i'5'£Afc£) , 

MJ£A73F; y^#A$Mv:/ni£;V73 h\ u^a^^d^s/ 

;!/73 b\ U^A^iM^^^F* ^-hU^A^^^P^ 
15 57>>b\ ftUtfA^^^v^^Ffc^) , 7;i/*U^JR*fctt7JW 
*U±*^R©«»7;W=i+">H ^-h'J^A^h^v'h\ ^"hU^A 

2) fc|&fc& 7;i/* 'J^M*fc«7M 'J±MI^M («, tK^ 
-ffctf-hUtfA, *BWb*U>j7A\ #KflsU3V>A, TKSgtoAU #Afc£) > 

20 u &jR*fcra7;v;& u ±m&m<D&ktkiM. (w* &m± b u v a, 

8t*#% (0!J> hU#A, J&HR;Jc*;fryC7Afc£) 

3) w^.wt, h'jxwsx ^yyatr;i/x^75X n-*^ 

25 W*U>, 5?^;W75/KUS?X DBU (1, 8 ->*71f tfv^P 
C5. 4. 0) 05 i X-7-X» > DBN (1, 5 ->>71f b*S^ P C4. 
3. 0) />- 5 -X» &£®7S:'£;0**fcf£ys>>» -TS^l/— ;k 

2 , 6 -;^$;>»^©«^tt*atib^«i^^©**J»«:£^w r e>n 
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i o & n u 24 urea -s . 

10 h\ i^DSFftffl, a£ft*l*4ftK0l« Ci.eTm-^M^ C 6 _ 
h U T »/— * N - 1 H D * V* £ V ><f § F t <D XX T^ft £) ft 

is rflMft3£^UTViT>bJ:v^xy— ;vj fcfctts r«mSj ttm 

r«jfta£**rb'rviT'b«fcVi7xy-jpj (DM^tbTH 0>j;tfc£:7x 

Jftlfc 3?#»I**«E, -h'JWE $rh>#»*& 
a^UT/BHT&.fcH. fr^Tfe, 7-fehXhU;k THF, ^Pd^^ 
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tt, *3Hfc:J-HJ?A> #H»#U#A, Bmi-hV?M>* zKttfls^hU^A, 

R 8 " 

I " 

W — N — (CHj,)w4 — Ar — Y — Hi' j 
(Mia) \ 

'•• ••' 

15 #x;K0!K ;* h^rvO^M^k Ih+^J^)K i*xi-7Y*ri/*i)\> 

-fjk Nj-^wsy^fux ->'j;kw» MM^v-iUk mj 

20 x^;k>U;k ^>fJl/7i-Jk>UJk tert-^;P> J ^^v'U;K tert 

- y^i/^x^p^ u £) , c 2 _ 6 t;u^t - )v w> i - t u £) & 

ft*, 3 Cj.jT^n^XW, ^h^X Xh^riA ^P#^r5/ 

25 JKfcttRJfcHu «*fc«&&«<IIIa)*» «8(mMM«, M> 
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ffl»±^-&«i(iiia)K*fbTa# i &v>b ioo mm. » *u< » i fc^b 40 

i5»T&<5. »*fcB4fi»OlftStUTtta*, 0.1&5EftV>bl8SiJ£, » 
5 * b< 1 &j£ftV>b 12 RjS«FWtta«- 0. 5 B#W&tr>L 48 ft 

M> b < « 1 P#ffifrV> b 24 «FWl7f * 

io b 200*0, #f£b<ki:0 , CftVib lOO'C^^f^ eit^cfc Off "5 utfe^ 

m?mwL<D&Mm\t<b&toiiiii)\ztti,T 1 &^b 100 $?*b< 

fc£*KlIIa)tt, 5$ 
I 

W— N— (CH 2 )w4— Ar — Y— L 
(M lb) 

H li{ 

v...-'' 

(I Hi) 
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5 r«&gj tLTH 0iJ^.^a^>l^.(E Hat, a$7*&£) , 
io Tt) C ,_ 10 7 U -;^;^nM+^J <DJI#0)J£bTte, ^>i?>X 

i5 - h;i/x>x;p:frx;i/:*^&£T&5. 

Any>««» ^h'JMiS 

20 ^^m^m^u^vxm^xh^. teanyb, y-tbxhu;K n, 

N-^^5 : MM75h* (DMF) , T«tehX x*y-;k fcfU^>& 

fls-&fb(iin)©«ffl«e» ^*(nib)fc*ru, i ^m&hl ioo mmx°& 
25 KMmi«i-2ot;^^b2 o oi;,»Ji<ttifi)5:^b lootr?**. 

«BMc#^-hU»>A, ftBt***U»>A, h'JlWSX tf U 
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fb^4&(IIIb)ttfl*Hr5£ 
I 

W— N— (CH 2 )^ 4 — Ar — Y-OH 
(lllh) 

5 



WO 01/82925 



63 



PCT/JPOl/03614 



fc£*b(IIIf)*, «*«$>ir-?-;V ^ ^r^J'WSXh'J- 35 , 
2761 (1992)^£^fBm©Kj^^§Vi«cn^T-5^^#Tc:tCJ:oT 

— h u ; w & £ ©Sfcbnaitf/B v> 6 ft* o 
ik&m (I I Ih) tt, «SK'cd xx^;Wb^« (I I Id) *^©3l7a*k: * 0 M5n 

^»CD^Ftt(«*.Hf, v^-rMV ^i/W5Xh'J- Mi- 

is 3212 (1991),' v 5 ^—^-;!/ S'rhH'drS;* h U — , 35 , 2761 

(1992)&<i:)fcJ;D> N-^U"-f H*tE»*"ti:*J:t»c«fc^T«iS-rsilt 

20 {t'&«(iiia)ra\ 

I 

W — N — (CH 2 ) W 4 Ar — — CO — 

(I Mc) 
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&rc, rs\uff>4b%tiT\,*T*>&K c x _s7)v*ft>m turn tm m 
Tfflv»Tt>«fcV5. jfej^-cb, t.?;—)v, iHfc&aw*^. 

#J£>&JB«tex 5I3tlftv>b20^M; »*b< « 1 5 ^MT&So 

jlS^O'C&ViL lBOT^ #3;U<«20S:V*bl00 , CT?*S. 

tfm-fznz. mvmmmfc, mmmom^ o.oi ^i^ucise 

Me>i§-& 0.01 y§*fcl>b 100 Mi*»Str>«»i£ft*T?*5. 
Site, -fb-&tl(IIIc)«^©x^^;Hb^(IIld)^e>> GrignarrdftSIg, 
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r 88 
I 

W — N — (CH 2 )w4 ~^~Ar R»« — COO — R*» 

5 (Hid) 

f 

W — N— (CH 2 ) W 4 — Ar CH 3 

15 01 If) 

^T-DU^T^;^, 22, 195 (1984) fc£fc|E<ft©#8j)fc£ Dlt5>ft^Hl 
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e>&s 2 fifi &m&<D - c o - <DM&&tz. e <om&* ^ v >mz-D n 

5 

■ V>tlM>m^)VJL^Mt, WO 98/43953 fc£fcE*©#&teJ: 

M^XT.t-;!/!®^. 0!IA«JP 06107599 ^£tC|Bic©^fc«fcD ; Ey XX 7=" 
-fe^^r'Xh'J-, 60 , 4412 (1995), ^T^tS)V 77^->a" 

T--r.*;i/ :/i^>, 35, 2698 (\m)ts.E\zumofcmztf-?z.ii\z&K)m 

6-7a/-2-^^y.'J>H #ij7-^>, 42 , 175 (1999), 
>^-:M/ t-^y^^5Xh'J" 28, 1753 (1963), 

3-)V $rS#;PVU-X^->r- C, 829 <1970)fc£fcflB*W>#fcfe'bl/ 

±SB r*;P3|5^r5/©^6ttR*#:*fflViS^j te, 5£ : Ar 1 - (CH 2 ) w3 

-so 2 oh tt^vmmtMmtmnm&tt'r) -n^n^7,jv^>m, * 

fc«5£ : Ar (CH 2 ) w3 -S00H (iSf <D^\tm^tn^^T) ^ 
5£ (I) fc*5^TXa«- (CH 2 ) w3 C00(CH 2 ) w4 -Tf^-S-fb^ (I b) «, 
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Ar 1 — (CH^— COOH + HO— (CH 2 )«4 — Ar— Y— N 
(ID (IV) I { .. 




Ar — (CH 2 ) ff3 — COO — (CH 2 )w4 — Ar— Y— N 




5 <D{k-e>M(W£&. ^istt»«E4»*t?R^^-e-*. i&^b 
io y$», »st< a i 3 ^a©*aa5©*#Tfcfrt>n*. 

r^»tt»«Ej ibm WAtfx— Aoy><bittfl5*** 

io -bvju&mm. r^^mmm. trh>mmm* 

;i/A&£j&*jfiFSbv>. 

r^sj turn Me£ra*©fe©**fl!v»&ft*. $?£b< 

is • TK^b^-hU^A, JftBfcfrU^A, ftK^-hU^A, *SMb:*-MJ#A, 
7R»{b*U#A, KK*^hU9A, K«tK**U»>A, h'JxW5 

5IS5#W<j:V>b 40 ISM* S?;£L<tel 18WpM*T?&*. 
20 <fr&*(IV)»4, g#:^©^, «^.«TO9838156fc|Bit©^fe**V»» 

[§!fi£*fc3] 



20 
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5£ (I) ^^TX^-(CH 2 ) wl O(CH 2 ) w2 -T*^b^ (I c) M 

(x-<r;Wfc£JS0 

Ar' — (CH,) w1 — L + HO — (CHj)w2 — Ar— Y— N( : 

(V) - (IV 1 ) : \ *- 

^ Ar'-ttiy,,! 0 — (CHj) v»2 — Ar — Y — • 

(10 ( \ 



5 K+oia^tttaiBtpiMs^r] 

it&W (IV) ti^l^:Vib5^^ ($?£L<tel&V>U2^») 0)ft&m 

io ;w*u>, t:y5»&£T**. 

AP^>ftWi^l, 3jr«i*«rtK, ^h'JJME 7SH^S 
N-^^^MM75 F (DMF) , T±.b>, X&S—M tMJv>>fc 
5, EI&B#Mfcj\ 09^.tf*9O. 5!$ifflfcV*bl BT&S. 



fc£#> (V) <h 0. 5 fc b 5 L < tt 1 & V> L 1 . 5 
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ViTfeJ:Vi 0 tefrX*h, T-lrh^h'J;K i^OO^X #DD3M/A& 
jb£-$Kivm> S#&*n<z>:£}4u ^J^:«W09838156 KfB*fe©;£*fe&5v>« 

15 ^ (I) ^^TX^-(CH 2 ) w3 NR 8a C0(CH 2 ) w4 -^a5^<b'&tl (Id) 

(T5 FfbSJEO 

R Ea d'- 

I / R ••• 

Ar'-^a-NH + H0OC-(CH 2 ) W 4 — Ar— Y— 

(VI) (VII) : '.. /: " 

I / K ••. 

- Ar 1 — (CH 2 ) w3 NCO (CHP„ 4 — Ar— Y— 

(Id) ( \ jf-'' 
*■• 

fcG®Q/U)lZ, £ft / jk%\<Djjm, W098381 56 lZn£m.<DJf&&2>MZ 
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[»jfi»5] 

5$ (I) ^ViTX^-(CH 2 ) w5 NHCONR 8a (CH 2 ) w6 -T?afe^b-a-^ (I e) 

R 8B 1 

I / \ 

A r ' — (CHjXjS NH 2 + N-(CH 2 ) w6 — Ar— Y-N x ^ : (1X ) 

(v "° n ^<k n \ ••, ,/ 




Ar 1 — (CH 2 )„5 NHCON— (CHp w 6— Ar— Y— : (|e) 



ft;£-tl(IX)£ 1 fct^l, 5 i§«<BF3;L<« 1 fc^L 1.5Si)M (VIII) 

mm tutu fl&aHfcR«©t>o*jffl^6* : i*. ^J£s«, ^^u< 

tt, Ktt^U^A* i&BW-hUtfA, jMtfltf-MJtfA, *BMt#U*A, 
«IMc*^-hU^A, KBfaKSI*U^A> h'JxW5>, fcfU>*>fr£ 

i5 r^stt»mi tutu 7)i>3-)\>&mm. x.-T-jvmmn, 

S^RfMtt, #)*.fc&®0. 5«fM^:V>L/1 BT?**. 
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\t%m (vi 1 1) & «k xfft&m (ix) e#4W5i<o^ftic «fc o war* 1 1 *« 

5 5£ (I) IC^TAr ^fiifcSSStfr UTtiTt)<tV^*-&^#^ (Ar 2 
-Ar 3 ) 'Z&Zik'&m (I f) W^LfrFIBTU-^y^U^^K^K: 

Ar'-B— L' + L 2 — Ar 3 — X— Ar— Y— ^ : ( X |) 

(X) \ \ Jj • "' 



- Ar— Ar 3 — X — Ar — Y— (if) 

10 [a**, Ar 2 £><ktf Ar 3 te, ^n^nB&S £#LTV>Tfc<fcV>Jti^3$^§ 

Ar 2 :feJ;tfAr 3 -Vm2n2> rfil^f UT^Tfei^fiSffM^ 

is fcitm^mm&i fc:$5V>T, rg&gj , rjjtsit5*##;te£j % r^B-^ 

Ar 2 :fc<£tf Ar 3 #t, tt>fcBJjlS*^rUTViTt><J;Vi7x— Ar 2 
-Ar 3 ^B^^bTViTt>^^H7xriU;i/-T:2b^»-&^$f^bVV 
7U-;V*y^'J>^E«H e#^©^fe» fclAfcf* drs* 
20 XA>vtH7 (Acta. Chemica Scandinavia) , 2 2 1-2 30I> 199 
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m mmi turn wffitmmohntfm^znzo &mmz. 

r*t«j mfcfrbi^J (xi) tc*fLx, ^i^^li 

!&t$tf6n5. ft IV^^AMBfj tbm rh^X (HJ 

7xrMX7^» A^v^A (0) , mmj^W^ t?* (HJ7i 
n;p*:*:7-f » (I I) fnu b\. 

io tfkttSo ft rny^;H»tJfeJ tUTH mx\£> fb7^ (h'J7x- 
• )V-fc7.7j» ~yir)V (0) fc &*T.S. 

«e r^^p®i«j (ommmfe, <t&® an fc^bx, &jo. o 

Hit, ^^b<«$t)0. Olfc^bO. 5^»X&£„ 

ft rrottwiij tits, wtwr, ^mm&m 
<fcvi 0 &^x*k tK> x^/-;k h;i/x>3fe^©#aft*fc«Jin&— ffi^ 

20 -fb^*(X)^«J;tWfc;^'»ai)«, e^4^©^4c«fcDj«3frSJii:*«T? 

-fb^« (i) (D^>%. <k&® (r) OT© [®tfi*£7] K:«fcox*>» 

25 [9«ft*S7] 

<fb£% (10 tt, 09*.tf5£: Ar'-H (XII) 
[5£*, Ar'ttillflBi:ra*«l&^*r]*T?«*nS{b^4fe*fctt-€-©ffit. 
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l— X— Ar— Y — N( j (xiii) 



5 it&m (xii) &&mb&w (xiii) rau ste'&Kivjfmz&Qmm-rzz. 

io iffiB rx-^;i^i§j&j tbtn mx\X. v>x^;ux~r;k fh^t 

HP7^XTHF)> l,4->?^1t>> 1,2-^^ h^X^&^ftV^tl 

mm rj\uy>imit7m&mi&} .tutu wtwr, ^no^x 
15 wib r^#^^j tUTH mzix, ^>v>, b)^>. *isu>. 

ffiSB r^;pafc+^ KSMttgj £ l/TIt 0!l*fc& ^^TJM^v h* (DMSO) 
25 hGI3 r-h'j;i/*»«Ej £1>T«, 0!IAfcf> 7th-h'JJK ^Dtftr 
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15 ;k«, ^>s^fc<i£), 7i^jk hU^;K ->u;KM> hU^^^>u;k 

20 ^'>^i*)Sfe«xhP75: < Jf1?B^$nTViT s bJ:Vi. 

yptr;k -fy^nKM tert-^;^^), 7xx;k hj 

;p#=/K«, 7iz^;k :7Pfc?:*x;i/&£), *w/-f;k c r _ 10 75-Mr 
25 ;i/-#;kfcM0!K ^>^#;i/#x;i/ft£K 2-rh7tFnif7-;k 
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3#*fc£K c^ 6 T)V^)vm. ^^;k x^jk n-ya tr^fc£), c x _ 

/fjp-yx ^> 0r~-13~y9 >/>-ir> / X (Protective Groups in Organic 
Synthesis), John Wiley and Sons TUO980) K:ia*0^r«5«:^fc*UTff 5 
10 dt5&*T?#*. Wis MM. th'7v?X 7i^Vth*7^ 

15 

20. ^hx^<Di:m(omntvxm^nxh^o 

25 vtztf-ox. *»w^«*fr^*^5=i>«**;w*>iifttffl cot, 

^U-^, k2/S>, iJ-JK fchfc£)K:*tU 
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(malignant, mastocytosis), ^H14IG^I (exogenous obesity), M-i >z/3. 
U >ttJE*Sfil (hyper insulinar obesity), iilfWft14flE$i(hyperplasmic 
obesity), TS#:'ttiiE#l (hypophyseal adiposity), ftftjfiL&ttJQfttil 
(hypoplasmic obesity), ^JWK«1S6<£TJE*JS (hypothyroid obesity), Si 
5 ^TgB44flE#i (hypothalamic obesity), ^^ttlE#^ (symptomatic obesity), 
thVtmM (infantile obesity), ±¥#IE#t (upper body obesity), 
fSSMM (alimentary obesity), 4£M{&TMii(hypogonadal obesity), 
:£#ttJffi^ffll!£!S (systemic mastocytosis), ^-MttJiE^I (simple obesity), 
*f»'CM4JBflt (central obesity) &£] , ^fe/ut^Giyperphagia), tiff&l^#, 

10 qmmmmtz E&mi s . 

*»w© mch ^$t^j^ ^xmsmam^> tn^mt^m ( i ) ( i o 

25 mmffls mm<m. mmu mm* mmMfczvmmw&m^z 
mm&itvxu, wz-& shji, &m> \ — ;k x>^>, a— 



WO 01/82925 PCT/JPOl/03614 

77 

e^A, no-f 

7hU>, t FP^v^PtfJU^PP— X, b KP^yptfiM^JH^k 
# * * * — ^ h u ? a , <gg^ t F p ^ v-y p t!;i/-fe;i/ p -x 

(L-HPC) fr£##tf£*l5o 

T^prf-;k p*v?s, h^tnn^twif e,n^o 
p-;k D-v>nh-;k x*y-;k h'JX75y^ 

is ^-hu^A^e^vf ^>n^o 

jm^hj^a, ^^u^T^yyptf^-^^ u-^>. .mco-tffrn 

20 ;Hz;wp— x^hU^A, pWHr;na— t kp^^^m^p— 

t FD+VlfMJl'O- X, t HP^v'^ p Ptf;i/-fe;i^P— Xft<H£)$izM4 

^u-feu>> d-7>-h ji^^a^f &n«. 
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*&bm<d mch mm&&ztmmmf&®<DMM t nn , mm 
mvaib-etto (io wah -en-6tiMCH^^j*fca^ffi 

/£#l£#:©5& 0. 1 100 M*%-e&-5. 

15 

& 60kg) 1 0 d ©&#»kju j tt\ j enm$bf$ft'v& 

20 ( I ) ( 1 0 £ LT, ft 0. 1 Li® 500mg, £ b < t£ift 1 

lOOmg, $e>^iff^U<«^]5^Vib^l00mgTabD, 1 
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±ie m^m^mm turn m%.\*'<>xv>tm&&&M. -r>x 

<B7W>8D , JTT-5 01, GI-2 6 2 5 7 0, MCC-55 
5, YM-440, DRF-2-5 9 3, BM-1 3-1 2 58, KRP-2 
97, R-11970 2t3:aifimtf*>tlZ. 

T-^'J- h*, (KAD- 1 2 2 9) , JTT-6 .0 8ftt*^ 

KSfltUTte, WtHC* :/*;i/5>, 7i>^ 

XU>fc£a*^&f e>tl^o ^>X'J>iUfl 0. 45*^0. 9 (w/ 

-f>x'j>nn ©js^s, m$hm, =.mMs *wm* 
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J 

3 3 7 Fl^U >g^#fe»3g<!: UTtt, MAJ-9 6 7 7, BM S 
-196085, SB-2 2 6 5 5 2, AZ 4 0 1 4 0/5:iWf 6n5. 

ij>^-f h% W7 P ^>, BAY-27-9955 ft^W^tlS. 

10 9v h ; -Y^X^y h ; i^M^^y h ; SNK-8 6 0 ; V^)VU7,^ 
yh ; AR 1 —5 0 9 ; AS -3 12 0 l&£*^f ens. 

yUT-t >*i—VCm.Wm£VT\Z. 0>J*.fcfNGF, LY-333531 &<^W 

;k mm^ryu b\ v-dx^v-;k aust^^i^x -<^it-^>hm 

X3Vk p<*7>^> (memantine) , fcf^yHU^ (pimagedline ; ALT-711) 

±ib mca&ViMUftvmnmm turn ^j^.«ua°— £ia*£g, a« 
20 mmmtzz&mtfznzo 

VA—vmmmtisTiz. mjuttjvvxpy btezumtf ens. 
ft«$!i^tbT{^ ^j^.^> j >h-;k ^^x^x>y^$>, 

25 >&£a*^f£n3o 

±ib r^ijfiiff^^j turn ^j^.«y>> f ^T->>'>^m®mPi#^ 
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^ujk T^-t^u;K mm.) f7^'JJK u^/yu;K <5^>j;k 

H-V-fVM ^tf^UJk T-tt^VM h^>H^y«J;U, (ttlt) 

5S7'J^7A^^>^;HBPmtbT«, m^^O.^'JA, L-27152, 
AL 0671, NIP-121 ftifrfWf £>ft£. 
T>¥-*<r>-» ll&tnMtVTU, 09&«niJ-;P*>, # >x+r;i^ > 

>>^^;k -i friyrju? cs-866, R4i77&£*qi£ttf& 

10 *l£>o 

is -trun^^^x -r^;\*7.^^>, zD-4 5 2 2^it^neoi 

±sa rn»jx»iErMEj turn mfLU^yyuy^izE-mmyf sn*. 
20 ±ih rjft^^j tLtii w^iwr^p;^ri?**^K> ^7f/u, 

25 
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ti/Ttt, was, i) mn&mmizr£\tmmnj&®iiwmmmifl£*mm\z 

mmmrn t \zmm^x%^n^> 2 momAon-^w^xowm 
3 ) mch wiiiM&tctemmmf&w tmmmmm t *gu* t «*Mt ut# 
%n&2momM<vm—&^i&&x<Dmm&&&^x(D®^ 4)ucn&mM 
^rcum.mum^itmmmmm^m^ \zmn<kisxn*>nz> 2m<Dmm<D 
10. mfcz& J 3-Mfe'v<£>mm&-5; 5)mE^m,M^rcummm^tmmmmm 
£&%\x\zmmkvx'&znz2m<DMMomtez&w&x<Dmmm*& 

£CF<£###!K mfcW© rfflU fc£0&V:>L3 O'C&jjsU tli©^ 

25 

FABMS (pos) it* ftmm?ffi&nmfr$T& (Fast Atom Bombardment Mass 
Spectrometry) (+) &TiSiJ5£Lfc»*X^ h;i/-e&5. 

s : v^^Uy h (singlet) 
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d : #-?Vv h (doublet) 

t : W?Vv Y (triplet) 

q : j'T^fyh (quartet) 

m : ^)\rf-~fVv h (mu 1 t i p 1 e t) 

5 b r : ZfU— H (broad) 

J : ^jy^'J>^t (coupling constant) 

Hz-: s\)Vy (Hertz) 

CDC1 3 : fi#DP*;k£ 

DMSO-de : M-J^)V7.)V^ ; yY 

10 THF : fh7tHD77> . 

DMF : N, N-^jWW^WxTS h* 

DM SO : S^^H^W^S'F 

WSCD : l-X^-3- (3-^^7$yyaW 

15 WSC : 1 -X?\>1/- 3 - O-v'^^TSy^ntf^) 

'H-NMR :^nb>«a»ft» 

(M7'J^.CDCl' 3 4 I «Uc. ) 
I R : sStfURJlSW** MP 
20 Me : 

E t : 3L^)V 

HOB t : 1 -h^D*^- lH-^>yh»JTl/-;W 

ipe :-^y tr;i/x— 

DMAP : 4-^^^;WTS/tfU^> 

25 

IUPAC— IUB Co mm is ion on Biochemical 
Nomenclatur e ££SK*fe«V*tt£ttd'HF \Z&tf2>mmMmz 
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DNA : 






cDNA 






A : 


7t-> 


5 


T : 






• G 


: ^T~> 




C : 






RNA : 






mRNA 




10 


d AT P 


. x^S'TtV y>H'J > 




dTTP 






dGTP : 






dCTP 


. r^yyf^>HU >m 




ATP 




15 


EDTA 






SDS : 






E I A 


: x>if-f A-f Ay-Ty-fe-T 




G 1 y 


: ^U'» 




Ala 


: T^X> 


20 


Va 1 


: A*»J> 




Leu 


: u^%/> 




I 1 e 


: <vo'f'» 




Ser 


: -fcU > 




Th r 


: 7>U*~> 


25 


Cy s 


: ^X-r-f > 




Me t 






. G 1 u 


: ^ >m 




Asp 






Lys 
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10 



15 



20 



25 



Arg 


: T)V¥~> 


H i s 


: t*^>*> 


Ph e 


: 7x-;V77Z> 


Ty r 


: j-uyy 


T r p 


: h'J^h77> 


Pro 


: 7u U > 


A s n 


: 7^7=?> 


G 1 n 


: tr)V?=i> 


p G 1 




Me 


: *^)i>m 


E t 




Bu 


: ^)vm 


P h 


: 


TC 


:^7VU5»-4 (R) -%)V&ttS. H 



Tos : p- Y)VJL>7,)Vfc~)\> 

cho 

B z 1 : ^>P)V 

Cl 2 Bzl : 2, 6-^00^>y^ 

Bom : ^>-J)V^r^r-y^)V 

Cl-Z ; 2-^DO^>^t+'>A^^I' 

Br-Z : 2-^'D^B^>> J ;i/^^;i/#r.;P 

Boc : t-^h^^Jl'^l' 

DNP ; y-hD7x/"jl/ 

Trt : h U 

Bum : t -^h^*?^ 
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Fmo c 
HOB t 
HOO'B t 

HONB 

DCC 



N - 9 - 7)V*U~)l* h^y^JV^^-JV 

3, 4-^tFn-3-kh'n^>-4-^V- 
1, 2, 3-«^>l/hU75?> 

i-kHn*'>-5 7;jv*;i'*>-2 1 3-^*;i/ 



10 CE^!I#-^ : 1 ) 

?yh SLC-1 Hf* cDNAOX^ U— n>^iC«Jl Ufc^ffcJWA 

CE?!I##: 2) 

7«; h SLC-1 S3— FT* cDHAOD^^U— n>if»C«yflbfc'&J*D»A«**r. 
CE?iJ#-^ : 3) 
15 7>i/b SLC-1 ©£7 5 / RE*!!**?*. 

5' Sal I WmWfflitfittlmZn* ££3' flJdSpe I R»E2W#ini3*l 
ft 7 V Y SLC-1 cDNA 0M1E^"J ^^t. 
CE*I#* : 5) 

20 5yb SLC-1 CHO fflM<D&# U — >\Z&tf2> SLC-lmRNA <9§|:5i»£aiJ5t 
"rsfcfefcftfflL/fcU^^P— ^ (riboprobe) 
CE8I##: 6) 

b h SLC-1 £3- HfS cDNA &8t»-rSfc«>te4Sfflb&£'ri6DNA ^"T. 

25 hh SLC-1 €rP-F*r*cDNA*2*«lk:-rafcJe>K:ftfflbfc^ , 7'r , 7-** 
T. 

CE?U#^: 8] 
t h SLC-1 cDNA ^UtEW*wT. 

CE9«##: 9] 
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t h sLc-i <d±t s. sm&n&m-?. 
vsm&a : 1 0] 

t h SLC-1 (S) £3- cDNA£>7^ U — — >^fc&ffl bfe^DNA 

C@B^iJ#^ : 11) 

5 kh SLC-1 (S) £3- FT 5 cDNA ^ U — n^fcjfcffl Lfc-^J&DNA fc^f . 
CSB^iJ## : 1 2D 

b h SLC-1 (L) F-r^>cDNA©7.^ U-~ >^C®JSbfc^£DNA£^T. 

CS2^J#^- : 1 3) 
t h SLC-1 (L) £3- cDNAOT.^ U — ->^fc&/B bfc'&J&DNA 

10 OBTUSE : 1 4] 

fchh SLC-1 (S) cDNA (D±mmiP\&m?o 

rnvm^ : 1 53 

15 fcfc h SLC-1 (L) cWh(D£mMmm&mT. 

tmmmn : 1 6D . 

t h. SLC-1 (S) CHOilttfeitf h h SLC-1 (L) &3B CH0M©#^ P-> 

ki^w-* sLc-imRNA ©ass&sijrrs&fcfctt/B i^/tu ^a-:? 

(riboprobe) £r^T. 

20 ##00 1-6 T#£nfc@B3Wf : 9 T^^tl^^Sia^J^n- FT* DNA 
&"&tr7^;*5 H^«fc?>^ifeg|#: Escherichia coli DH10B/phSLClL8 
sp*11^2^1 0*^ ei®titIiftiK4^I#ItW^f (N 
I BH) fc^Kt^FERM BP-6 6 3 2 tVX, ¥/&l l¥l^2 1 

B^e>arrosA • mm&ffi ( i fo> ifo i 6 2 5 4ti 

25 -cfffe^nw*. 

t er t 6- [ (N, N-5>;* 5-)V7 5 / ) * -2-^- 7 ?-)V% -A * - h 
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1) 2, 6-t7^ l/>^^>f '>^5 1 J1'X7t;1' (26. Og, 106mmol) 
SN,N-i?/fM;VA75 H(500 ml)t^b, 1 N#BMfctf-HJ£AzK» 
^ (106 ml) $10 0tt3 O^ftTiTtfc. 3I^MSW«, 

6 JETfcB*U ®gmZ7k&%QX*®®&Z>3kl'tzo Zmzmtm. (9 ml) 

6 _(^ h^->^;^-;W-2-^-7^l^>^^>m(14.6g) 

'H-NMR (DMS0-d 6 ) 6 : 3.94 (3H, s), 8.06 (2H, m), 8.24 (2H, n), 8.69 (2H, 
10 s) . 

2) tuBBl)T#fc6-(pt Y^ts)V^ZL)V)-l-±y^\yyiJ)V^>m. 
(5.00 g, 21.7 mmol) £ h U X3\>V7 ^ > (3.93 ml, 28. 2 mmol) * tert^ 
y^)V7)VU-)V (65ml)fc»#U 7^7i-^*'J^ (5.62ml, 
26.1 mmol) SrJD^., MT3 0^, 1 0 01CT?6l$IKItt#bfc. SlSttlcW 

15 tx^k Mmm&m-)- v u * AzKawK&in*.* snx^^iaibfc. 

l 0 X#x tefd£itoia?8ci£U &tJcM^ b U ^A 

^>(50 ml)fc»#U *WV. zMi1'b7;i'5X^AU? 1 ^A(728 mg,19.2 
mmol)£JP*.> MT3P$IBBJB£L;fc:. K*«tCiMIX^;K 10X^X>m7jc 

b;WX> : gfl&X^Jl/=l 0 : 1) #ffl«l& n-^+^>* i 6» 

ftfljb, tert-^;V 6-(k HD+J/^^W-2-t7^-;V- h (2.26 

g) *ae»*a:i/T#ifc. 

25 'H-NMR (DMS0-d 6 ) <5 : 1.51 (9H, s), 4.61 (2H, d, J = 5.7 Hz), 5.24 (1H, 
t, J = 5.7 Hz), 7.40 (1H, d, J = 8. 4 Hz), 7.49 (1H, m), 7.70-7.78 (3H, 
m), 8.07 (1H, s), 9.52 (1H, s). 
jtMfrmfc C l6 H I9 N0, t LT 



WO 01/82925 



PCT/JP01/03614 



89 

: C, 70.31; H, 7.01; N, 5.12. 
nWtfe : C, 70. 36; H, 6.89; N, 5.14. 

3) fli22ra#fc tert-y^ 6-(h H O+^^W^-^^*- 
/t*— h (1.00 g, 3.66 mmol)£> J ;7DP^>(18 ml)fci)M?U — &ttr? 

5 >^xi.59 g, 18.3 mmoi) mux. ^ux- 4mmmwvtzo , 

3»c&«£ETfc*BU ^-fy^Dfcf^X— ^^^^fSfbl^T, tert- 
^)V^)V-2--yy^)Vti-n^-h (889 mg) tefi»*tbT# 

'H-NMR (CDClj) 6: 1.57 (9H, s), 6.76 (1H, br), 7.44 (1H, m), 7.83 (1H, 
10 d, J = 8.4Hz), 7.92 (2H, m), 8.09 (1H, s), 8.25 (1H, s), 10.10 (1H, s). 
•4) fltMG3)T?»fc tert-y^;P 6-*;i/5 ;W2-^ 7 h 
(300 mg, 1.11 mmol) 5? jWKT (270 ing, 3.32 mmol) 

/-;K2 Dl)tfh7th*D77>(2 ml)^^«{C^U $OV hU 
kh*nS5Sth'J^A (210 mg, 3. 32 mmol) £Jn*-, &WT?2mmWfch 

-)l= l 0 : 1) teTSMU aBHflS'&'W (242 mg) *j|Hi*tt»i-bT» 

20 'H-NMR (CDC1 S ) «5 : 1.55 (9H, s), 2.27 (6H, s), 3.54 (2H, s), 6.75 (1H, 
s), 7.32 <1H, dd, J = 3. 1, 8.7 Hz), 7.42 (1H, d, J = 8.4 Hz), 7.64 (1H, 
s), 7.71 (2H, d-like, J =8.7 Hz), 7.96 (1H, s). 

25 H 

###J 1 <0 2)Tr#fc lert-79-)V 6-(h KD+'>^fjW -2-j- 7 J-)Vfi — 
A;*-h(500 mg, 1.83 mmol) t h'Jx^T 5 >(0. 254 ml, 1.83 mmol) £ 
rh7t HD^^XgmDfd^L^^T^^V^^x^^DU F (0.142 
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ml, 1.83 mmoDSrUPA., MUX 30 frmW^tCo ^$3<£35£U 
ml)k:}§fi?U ^m^UfA(758 mg,5.49mmol), tfn U >>>(0. 153 ml, 1.83 

xmm.L> tert-^;U 6- (1-tf D U *J-)V*^)V)-2-)-7?)Vtl~-n*- 
h (388 mg) *%k&imM£ Vxmco 

'H-NMR(CDClj) <5: 1.55 (9H, s), 1.80 (4H, m), 2.55 (4H, m), 3.74 (2H, s), 
10 6.62 (1H, s), 7.30 (1H, m), 7.45 (1H, m), 7.69 (3H, m), 7.96 (1H, s). 
###13 



15 (500 mg, 1.83 mmoDttf^U^XO. 181 ml, 1. 83 mmol) &m>X. 

104) «h mm<DWift&ft "5 ^tt<tD, SS-fb^ (305 mg) £$&-&Wfe& <h 

■H-NMR(CDC1 3 ) 6: 1.46 (2H, m), 1.55 (9H, s), 1.58 (4H, m), 2.42 (4H, m), 
3.59 (2H, s), 6.60 (1H, s) 7. 31 (1H, m), 7.43 (1H, m), 7.64 (1H, m), 7.71 
20 (2H, m), 7.95 (1H, s). 



i) i <d \)xntc 6-u h *~>#;vfc;u) zvyftfr-fc 

25 >^(1.00 g, 4.34 mmolh 4-^a^ET— U> (747 mg, 4.34 mmol) , 

trU>>> (531 mg, 4.34 mmol) £ N.N-^^^MTS K (10 




mmmi<D3)x%t£ tert-y^;w 6-^;w5;i/-2-^-^^;v*-A*^-b 



N-U-^D^E? j:-;i/)-6-.(b: HP*'>^^W-2-t7 hT5 H 
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ml) fcjtt*U*»T 1 -x^;l/-3-(3->?j* 3^1/7 £ J -fu If JW-^MSSM 5 

pmrnm. ms m 4.34 mmoo skitii*w. sotrearaiwsBfcb 

/)*M-JW-2-t7 hX- h (954mg) ^S^S^t bT# 

'H-NMR (DMS0-d 6 ) (5: 3.95 (3H, s), 7.58 (2H, d, J = 8. 6 Hz), 7.82 (2H, 
10 d, J = 8.6 Hz), 8.07 (2H, d, J = 8. 6 Hz), 8.22 (1H, d, J = 8.6 Hz), 8.29 
(1H, d, J = 8.6 Hz), 8.63 (1H, s), 8.72 (1H, s), 10.64 (1H, s). 

2) ffrffli) Ti&^fjP 6-[(4-^a ; 67x'j y)^Mx;W-2-t7 h 
x-b (900 mg, 2.34 mmol)£^b^fc Hp 7^X10 aDlcttMIU SK?£T> 
7kmkV3 L V&7)l'$.—yj±(m mg, 4.68 mmoDSiP^ SIT 2 l$|H]jft& 
15 bfci KASttfcftRx^Ut 1 &5£*&KS£jbn*., Mx^;i/T&fflbfc. ft 

^Jgfl3-&«&<349 iigJSfifitfrSfcibTfcfc. 

'H-NMR (DMS0-d 6 ) <5": 4.71 (2H, d, J = 5. 6 Hz), 5.41(1H, t, J = 5.6 Hz), 
20 7.56 (3H, m), 7.82 (2H, d, J = 8. 4 Hz), 7.92 (1H, s), 8.02 (3H, m), 8.54 
(1H, s), 10.53 OH, s). 

N- [2-(tHD^ ^)V) / U x;|/] T "fe h 7 5 h* 

25 1) 6-75y-2-/?My'J> (1.02 g, 6.45 mmol) &t!y5?>(30 
ml)fc«W*U *K*WH6 (0.913 ml, 9.67 mmol) £JQ*., MT?3l$|Wj*# 

bfc. »HE*«EET»Sb&8k 5MV:/n£;i'X-^;v*iQ*ttftfcU 
N-(2-^.^;W6-^y Ux;l/)Tirh75 h* (1.20g) *efit&*£bT»fc. 
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'H-NMR (CDC1,) <5: 2.22 (3H, s), 2.71 (3H, s), 7.25 (1H, m), 7.52 (1H, . 
m), 7.95 (2H, m), 8.10 (1H, s), 8.30 (1H, s). 

2) MiBl)T#;fcN-(2-*^-6-*/ 'J-;W7th75 H (1.20 g, 
5. 99 mmol) P U^)VA (30 ml) ri'DPS^ISi (2.48g, 

5 7. 19 mmoi) ^m.~e 3 mmm^tco ®m*mErF%3z%k. mmzm 

^mvtcm^^m.v. n-(2-^5 l ;wi-^->h-6-^/ u 

ZJl/)7th75 H (1.06 g) &&&m*.tVTmco 

'H-NMR (DMSO-ds) <5 : 2.12 (3H, s), 2.53 (3H, s), 7.51 (1H, d, J = 8. 4 Hz), 
7.76 (2H, m), 8.40 (1H, s), 8.48 (1H, d, J = 9.3 Hz), 10.36 (1H, s). 
10 3) MIB2)l?#^:N-(2-^5 i ;l'-l-^'>H-6-^ry U^WT-fehT^ H 
(4.64g, 21.5'mmol)^7K@^m '(110 ml) t:g»l, 8 0 < CT4lWii#b 

m^tPS-fr (110 ml) 2kftT> l^TK^fc^hU^A (21.5 

16 ml) Sett!*., ^-eiBtfM^bfco ^£MffiTt;:®5&bfc. #£ftfcg§ 

;u=5 : i) iz&vmnv, mmm^mm^)v-^ v^u\d)vji~-^)v 

(1:3) ^^llttU &mfc£Vd (2.65 g) ^emtLtiifc. 
'H-NMR (CD 3 0D) (?: 2. 23 (3H, s), 4.89 (2H, s), 7.68 (1H, d, J = 8. 7 Hz), 
20 7.78 (1H, d, J = 8.7 Hz), 7.95 (1H, d, J = 8. 7 Hz), 8.27 (1H, d, J = 8. 7 
Hz), 8.33 (1H, s). 
#%0>J 6 

N- [2- (^ P P * -6-3r / U = Jl/] T-fe h T = h* i&i&!£ 



25 5 T# e»n^ N- [2-(k h'D+y^ ?)V) -6-^r 7 U -JW T± h 7 5 

H (1.00 g, 4.62 mmol) t^b^-;P (23 ml) ^^TTiPA, 2B#F^ 




H 
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Q&m 000 mg) &&mt\sxmc. 

'H-NMR (CD s 0D) <5 : 2.23 (3H, s), 5.12 (2H, s), 8.08 (1H, d, J = 8.4 Hz), 
8.17 (2H, s-like), 8.74 (1H, s), 9.01 (1H, d, J = 8. 4 Hz). 

5 2-(^DP^5 i ;i/)-6-^/u^;uT5> 2mmm. 



6 T?# N- [2- ii7 D D ^ =^;W -6-* y U -J W Ti? h T 5 H 
ttWftOOO.ng. 3.32 mmoDfc 5 (17 ml) Sim*.* lOO^T 

10 tT^Ift^ (849 mg) ^B^thxnrco 

'H-NMR (CD 3 0D) <5 : 5.07 (2H, s), 7.42 (1H, d, J = 2. 4 Hz), 7.71 (1H, dd, 
J = 2.4, 9.0 Hz), 7.95 (1H, d, J = 8.4 Hz), 8.06 (1H, d, J = 9.0 Hz), 
8.78 (1H, d, J = 8.4 Hz). 
##018 

15 4' -9 D P-N-[2-(£ DD^f;i/)-6-+; U ~M [1, l'-H7x-jH-4-^. 



4' D D [1 , 1 ' -If y ac-;W -4-#;l/# >®?€:ffl ViT^ mmm 1 <Z> WSC V> 

'H-NMR (DMSO-dj) 6 : 4. 95 (2H, s), 7.58 (2H, d, J = 8.4 Hz), 7.66 (1H, 

d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 7. 8 Hz), 8. 01 

(1H, d, J = 9.0 Hz), 8.09 (1H, m), 8.13 (2H, d, J = 7.8 Hz), 8.41 (1H, 
25 d, J = 8.4 Hz), 8.61 OH, s), 10.67 (1H, s). 




N 
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##0tJ9 

2-d-trn u &—)V*7M-$-*J UXJKT 5 > 




7 <D 1 N-[2-(l-tf o u 5>x;i/*^;w-6-4ry u x;w 7-fe h 
5 7=-F(5.53g, 20.5 nmoDKltttttt (100 ml) SJDA, HCCT? 1 mf&IStW 

»ETB*U iHtx^;p—N^U->36»6«BflS-fr1fc (4.56 g) 

10 'H-NMR (DMS0-d 6 ) a : 1.83 (4H, m), 2,62 (4H, m), 3.90 (2H, s), 3.92 (2H, 
br), 6.92 (1H, d, J = 2.8 Hz), 7.15 (1H, dd, J = 2.8, 8.6 Hz), 7.48 (1H, 
d, J = 8.6 Hz), 7.88 (1H, d, J = 2.8 Hz), 7.92 (1H, d, J = 8. 6 Hz). 
m&: 102-104-C 
10 

15 N-[2-[(^yyutf;i'75/)^5 1 ;i/3-6-^/Un;WT-feh75 F 



m^x, mmm $<di)l mtomfc&n oztiz^v. '^m^-tm^mm t 

20 'H-NMR (CDClj) <? : 1.05 (12H, d, J = 6.3 Hz), 2.25 (3H, s), 2.95-3.16 
(2H, m), 3.93 (2H, s), 7.40-7. 64 (2H, m), 7.80 (1H, d, J = 8.4 Hz). 7.95 
(1H, d, J = 8.4 Hz), 8.05 (1H, d, J = 8. 1 Hz), 8.28 (1H, br). 
MA : 147-148 <C : S^X^X— t)V-^^-» 

###J 1 1 

F 




Me 



5 N-[2-(tHn^>^ J-)V) -6-* 7 U x;H 7th75h*$ 
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###J 5 N- [2- ( b h* D ^ f-)V) -6-* / U -JW 7-bh7SH* 

6 'H-NMR (CDC 1 3) <5 : 1.02 (6H, d, J = 6. 2 Hz), 1.25-1.76 (6H, m), 2.24 (3H, 
s), 2.50-2.70 (2H, m), 4.01 (2H, s), 7.52 (1H, dd, J = 2. 2 and 8.8 Hz), 
7.73 (1H, br), 7.83 (1H, d, J = 8. 8 Hz), 7.94 (1H, d, J = 8.4 Hz), 8.04 
(1H, d, J = 8.4 Hz), 8.29 (1H, d, J = 2. 2 Hz). 

Ttmftmm. c 19 h J6 n 3 o -o.5h,o tux 

10 tUWt:C, 71.22; H, 8.18; N, 13.11. 

mm.m. c, 71.01; h, 7.81; n, 12.90. 
m& : 120-122 -c (mBimm.:nm^}v-^ j tjr» 
1 2 

[I 

15 

mmm 5 n- [z-(hh*D^ g^w -6-=^ y u ~;M r-tr h 7 5 h £ 
« wr, m»j 601 ) *3«t^#^j 9 tmmomft&mxift a c 1 1 * d > 

'H-NMR (CDC1 3 ) 6 : 1.06 (6H, t, J = 7.0 Hz), 2.60 (4H, q, J = 7. 0 Hz), 
20 3.82 (2H, s), 3.91 (2H, br), 6.90 (1H, d, J = 2.6 Hz), 7.12 (1H, dd, J 
= 2.6 and 8.8 Hz), 7.54 (1H, d, J = 8.4 Hz), 7.86 (2H, d, J = 8.8 Hz). 
Sftjft-: 93-94 ^ (HAfc&li : ^X.^)VX.-^)V-^^» 
##«1 3 

• N- [2- [ (2, 2, 6, 6-^ h 9 * ^JWl - fcf ^ U 5>=;W * W -6-* J U 7 
25 th75H 
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Me 



##09 5 -vmrc N- [2- ( fc F =s*3-)V) -6-* J V -)V] T * h T 5 F £ 



5 'H-NMR (CDC1 3 ) 5 : l; 03 (12H, m), 1.50-1.73 (6H, m), 2.24 (3H, s), 4.07 
(2H, s), 7.40-7.57 (2H, m), 7.93 (1H, d, J=8.8Hz), 8.00 (1H, d, J=8.8Hz), 
8.06 (1H, d, J=8.8Hz), 8.27 (1H, d, J=2.4Hz). 

###i 1 4 

2- (HPD7i-;W -5-* )V 5/-1 , 3-^*U- > 



1) p -^UD^>X7^ftH (3.2g, 22.7mmol) , tfX (tHD^> 
YD^I^ (5.0g, 22.7mmol) *«fct^p- h;i/X>X;i^>^ 

1 Tfcfn^J (0. 44g, 2.3nmoO©F^X>(70ml)»«t*, Dean-Stark ia7jcglB£ 
-^Vtfe 200ml « 7 9^3 «f*C 2 WfMJPj»a»JLfc. KJfc*Se£?&*iiak » 
15 JlfM 100 m 1 SSj&nU lN7jc^b^-h.U^A (50ml) , tK (50ml) > 
SlABfcR (50ml) TJH#tffe?!K iSlT^v'^AT^ibfc. MJETOiK* 

-»KX5 1 ;i/=4/l ) t^bi^ittT 2- (4-£ D D 7x-Jl/)-5, 5'- 
^fr^tfxh^-l, 3-^**17- > (5.9g, 76%) 
20 'H-NMR (CDC1 8 )<5 :1.27(3H, t, J=7.2Hz), 1.3K3H, t, J=7.2Hz), 4. 1 3 (2H, 
dd like), 4. 20 (2H, q, J=7.2Hz), 4.33(2H, q, J=7.2Hz), 4.85(2H, dd'like), 
5.46(W, s), 7.32(2H, d, J=10.2Hz), 7.38(2H, d, J=10.2Hz). 
: 54-55 t: 

2) JWffil) "Cflfc 2-(4-^DD7in;W-6, 5'-S?*Mx h*J/-l, 3- 
25 ^^+»-> (5.8g, 16.9 mmol) £ 90%X^ ;i/ 60ml fcBWBU dtlKlTK 



LT#fc 



10 
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tt-fb#y#A (3.8g, 67.7mm.ol) »^T3lP B WS«bfe. i*JET#i£ 
fc&ttfcH#S$>X^;i/X— ^;K30(tal>fc»»U *»T2Nifi 

5 B'-'^^^l.^t+tV (4.3g, 82%) £#fc„ 

'H-NMR (CDC1,) 6 : 3. 99 (2H, d, J=l2.2Hz), 4.50(2H, dd, J=4.6Hz, 12. 2Hz), 
5. 42 OH, s), 7.35C2H, d, J=9.0Hz), 7.42(2H, d, J=9.0Hz). 
Bftjft : 164-165 X: 

3) MI32) T?#fc 2-(i-^ D P 7 i-JW-5, 5'-^* Jl/#+>'-l ) 3-i?t 
10 (4.3g, ISmnol) t h'JX^75> (20ml) ©S^4&£ lBOtrTM 

«pwjp»u&. kmrn^mmrmm^ as&^x^;vx— 5=-^ (200ml) t 

^JUItfttl, i«^*tbT]lHSflS'&«K3.09g, 85%)£#fco . 
15 FABCpos): 243 [MH] + 
: 183-184 "C 
1 5 



20 **#W 3 *T?#fc tert-ttJV 6- (1-tf S^M^W -2-^:7 
A^-h (710mg, 2.09mmol) Sh»J7MaSg| (10ml) fcSWfcU 
WNBHW^Ufc. M§iBET»b, aSfcifflfcE^ (50inl) £iQA> # 

(420mg, 1.75imol>£&«fiiBft£LTflfc. 
25 'H-NMR (DMSO-dj) 6 : 1.38 (2H, m), 1.48 (4H, m), 2.32 (4H, br s), 3.44 (2H, 
s), 5.30 (2H, br s), 6.79 (1H, s), 6,90 (1H, dd, J=8.5 and 2.0Hz), 7.23 
OH, d, J=8.3Hz), 7. 43 OH, d, J=8.5Hz), 7.46 OH, s), 7.54 OH, d, 




J=8..5Hz). 
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10 



15 



20 



mmm 1 6 




'H-NMR <CDC1 S ) 6:1.08 (3H, s), 1.10 (3H, s), 1.34 (3H, m), 1.55 (12H, 
m), 2.53 (2H, m),.3.92 (2H, s), 6.58 (1H, brs), 7.30 (1H, dd, J=2. 2 and 
8.8Hz), 7.45 (1H, dd, 1=1.5 and 8.5Hz), 7.71 (3H, m), 7.94 (1H, brs). 
1 7 

6-[(->X-2, 6-^^^JV-l-tf^U *J~)V) U>-2-75.> 
Me 




H 2 N" Me* 

6Wc tert-^3M!/ &-l(^^-2,6-P^9-)V-l-\f^J-J^)V) 

'H-NMR (CDC1 3 ) (5:1.11 (3H, s), 1.13 (3H, s), 1.32 (3H, m), 1.56 (3H, 
m), 2.52 (2H, m), 3.78 0H, brs), 3. 91 (2H, s), 6.920H, dd, J=2.4 and 
8.7Hz), 6.960H, m), 7.38(1H, dd, J=l. 5 and 8. 3Hz), 7.51(1H, d, J=8.3Hz), 
7.63 0H, d, J=8. 5Hz), 7.68(1H, brs). 
###J 1 8 



25 



rtt-h&m^x, #^i 5 tmm<Dmft&ft?z.t\z£o. 
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'H-NMR (DMS0-d 6 ) 6: 1.81 (4H, m), 2.56 (4H, m), 3.74 (2H, s), 3.80 (2H, 
br), 6.93 (2H, dd, J = 2.1, 8.4 Hz), 6.97 (1H, d, J = 2. 1 Hz), 7.38 (1H, 
dd, J = 2. 1, 8.4 Hz), 7.55 (1H, d, J = 8.4 Hz),' 7.61-7.64 (2H, m). 
#%#| 1 9 

6- [(2, 2, 6, 6-f h7^^H-t;^'J >>~JW *^)V]-2-±7? U>75. > 



Me 




^ Me 

##^J 1 <D 2)-C f #/c tert-y^ 6-(t K u^*5-)V) -2-i~y f-M— 
rt*--b&mKT* ##09 2*5«ktf##0J'l 5 tR«©»f^*MI*ff'5Jli: 
10 tJ;0, «H^»*«ft»*i:bT#fc. 

'H-NMR (DMSO-d 6 ) <5 : 1.02 (12H, s), 1.57 (6H, m), 3.78 (2H, br), 3.89 (2H, 
s), 6.89-6. 98 (2H, m), 7.41-7.54 (2H, m), 7.63 (1H, d, J = 8.4 Hz), 7.76 
(1H, s). 
##09 2 0 

N- [6- [ (5M V Zfu \f.)V7 5 J ) ;* -2-1-yW] -2- 1 H a =^>-2-* 



hc V^n 



Me 
N^Me 



1) 6-(t: KD^5/^^;W -2-7^7 1 — )V (500mg, 2. 87mmol) <Di>^ 
;UT-fehT5H (4ml) b U "7A (344mg, 8. 61mmoI) &Jfl*.* 

20 lWrM»#Ufc. 2- , /0 ; E-2-^f;i/yD^>75 b* (1.43g, 8.61mmol) t3 
^-fb^U^A (476mg, 2.87mmol) £2JPA, MIT? 16 ftmift&lsfc. 

V tfji/x-<r;wc«k K) m&B* t bT, 2-[[6-(t Fd^jWPM-?- 

25 7f;Wt*'>]-2-^f^nA>75 h*(506mg) 
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'H-NMR (CDC1 3 ) <5: 1.61 (6H, s), 1.85 (1H, t, J = 6.0 Hz). 4.84 (2H, d, 
J = 6.0 Hz), 5.57 (1H, br), 6.68 (1H, br>, 7.16 (1H, dd, J = 2.4, .8.7 
Hz), 7.28 (1H, d, J = 2.7 Hz), 7.47 (1H, dd, J = 1.8, 8.7 Hz), 7.72- 
7.78 (3H, m). 

5 2) fifrfBl) fietlfc 2-[[6-(k h'D+^^^W^-t?^]^ 
>>]-2-^fJl/^D/1>7$K (200mg,0. 771mmol) ©v*3S>W>fr;l/A75 F 
(2. 3ml) t l, 3-v^^;W3, 4, 5, 6-5" b ^ t: H P-2 (lH)-t! U ^ 5V >' 
(0.23ml) ®mZ7m<t3- h U ^ A (68mg, 1.70mmol) lOO^T 1»# 

;wx-t-;p: ^1J->=1 : 1 l:<kDi^*ttx, 2-fc Ha4->-N-[6-(t 
YU^^)V)-l-ry^)V\-l-^)V'/uny7^ F (50mg) 
3) WIB2) TrtfSnfc 2-t KD+->+[6-(k HD^^^;W -2-^-7 
15 ^W-2-^f;^n/t>75 H (lOOmg, 0.386mmol) tm^itmM (192mg, 
0. 578mmol) ©^no/^>(2. 3ml) &mz F U 7 w > (121mg, 

0.463mmol) *JBA, MLT? 4 «FW*»bfc. TOS7M^7A^a7 

mZz?'(V7n&V75.> (3ml) &Jn*, 80rT16P$fBift#L;fc. 1 

*tUT, mmit-SW (58mg) 
25 'HNMR (CDC1 3 ) <5 : 1.05 (12H, d, J = 6.6 Hz), 1.60 (6H, s), 2.24 (1H, s), 
3.05 (2H, m), 3.76 (2H, s), 7.50 (2H, m), 7.73 (3H, m), 8.25 (IH, d, J 
= 2.2 Hz), 8.79 (1H, s). 

mmm 2 1 

1-C(6-^ ->-2-± 7 J-)V) * 9-M tf n 'J i?> 
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MeO 




6-^ H7;Pft H (3. OOg, 16. Immol) t tf P 1) V> (2. 69ml, 

32.2mmol) <D^ b? t h'D77> (32ml) ^ffift (16ml) MfchUT-feh 
^ykl^O^ithU ^A (6.83g, . 32.2mmol) £ Ot:TjD^.> ^M*e7f^ 



ufeo mm&mBcTmmisT* ^mit^m (3.89g) 

'H-NMR (CDClj) 6: 1.80 (4H, m), 2.54 (4H, m), 3.74 (2H, s), 3.92 (3H, 
10 s), 7.13 (2H, m), 7.45 (1H, m), 7.68-7.73 (3H, m). 
###| 2 2 

6-(l-tf O U z?~)V*?-M-2-?-7 b~)V iu\s&meti& 



2 i -enzntc i-r_(6-* h^-2-?-:73\>w *3\»w tra u s>> 

15 (3.63g, 15.0mmol) ©48XHMb**ll (75ml) »»& 100*CT? 6 l^|HJ«»L/ 

< V 7n tf^X-^-T^LT, £flfc£tt (2. 45g) $M*tlt# 

'H-NMR (CDC1 3 , free base) 6: 1.80 (4H, m), 2.71 (4H, m), 3.77 (2H, s), 
20 5.20 (1H, br), 6.78 (1H, d, J = 2.6 Hz), 7.85 (1H, dd, J = 2. 6, 8.8 Hz), 
7.31 (2H, s-like) , 8.43 (1H, d, J = 8.8 Hz) , 8.56 (1H, s). 
##0)J 2 3 

2, 3, 4-f h 7 1 HD^>^/[b] [1, 6] t^^'J i^>-8-75 > 



;t,-4-fc!^ U5V> (0.89ml, 7.22mmol) OX*/-;!' (108ml) #tt£4& 





25 



1) 2-75y-5-nhP^>XT;l'7 ; k F - (1. OOg, 6.02mmol) tM? 
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fomitj-hWA o.omi) zmmremz., 6(rcT i mmmftisfc. mm* 

h^bFP^^/tbni.ej^r^Uv^ (430mg) 

'H-NMR (CDClj) <5: 2.55 (3H, s), 2.92 (2H, t, J = 6.0 Hz), 3.32 (2H, t, 
J =6.0 Hz), 3.82 (2H, s), 7.96 (1H, s), 8.10 (1H, d, J =9.0 Hz), 8.40 
(1H, dd, J = 2.7, 9.0 Hz), 8.71 (1H, d, J = 2.7 Hz). 
10 2) mmi) T#fc2-^^;V-8-nhD-l,2,3,4-5 i h^tiHP^>\/ 
[b] [1, G)±7 ; ?V>>> (413mg, 1.70mmol) £ \W%7W2±-WtMO*& J — 
)V (9.5ml) »t§7K^l^Tt? 2 ^Fljl^tfc. 5 

(315mg) Sr#feo 

15 'H-NMR (CDC1 3 ) <5: 2.51 (3H, s), 2.86 (2H; t, J = 6.0 Hz), 3.20 (2H, t, 
J = 6.0 Hz), 3.73 (2H, s), 3.88 (2H, br), 6.83 (1H, d, I = 2.4 Hz), 7.09 
(1H, dd, J = 2.4, 9.0 Hz), 7.53 (1H, s), 7.80 (1H, d, J = 9.0 Hz). 
##01J 2 4 

[5-[(4-^ , D^>^;w^v']-iH-r > K-;w2--f ;w 



1) X?^ 5-t HD^^-lH-'f > I^-JH-AM+v'l/- h (508mg, 
2.48mmol) , l-:7*D ; t-4-(:7*n ; E^3\W^>i£ > (681mg, 2.72mmol) £R 
$tfjU#A (684mg, 4.95mmol) (DT^Y-V*) (12ml) MFttft 80^-? 3 

fciDttMLT, -1 VZfU&VX-T-MZ&VlftmkLT, x^ 5- [(4-^ 



H 



20 
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n^^>^;i/)^5>]-lH--f >H-;W-2-^;l/^->l/— h (565mg) £#}fco 
'H-NMR (DMS0-d 6 ) 6 : 1.33 (3H, t, J = 6. 9 Hz), 4.32 (2H, t, J = 6.9 Hz), 
5.08 (2H, s), 6.98-7.04 (2H, m), 7.18 (1H, d, J = 2.4 Hz), 7.36 (1H, d, 



5 OH, s). 

2) mts, i ) i?#^nfex^;i/ 5-[(4-7d^>^;W:**->:i-ih--y y 

H— )\s-2^Zl)l#*zsU— h (300mg, 0. 802mmol) O^h^b Ha77> (4ml) 
O^T^fNbU^AT^X^A (60.8mg, 1.60mmol) SiO*., 1 

-f V7 r PK;Wx-x;i'i:^4U->fc«kD»*<bLT, Sfflft^fc (219mg) *. 

'H-NMR (DMS0-d 6 ) 5: 4.55 (2H, d, J = 8.4 Hz), 5.05 (2H, s), 5.19 (1H, 
15 t, J - 8.4 Hz), 6.16 (1H, s), 6.74 (1H, dd, J = 8.8, 2.2 Hz), 7.03 (1H, 
d, J = 2.2 Hz), 7.20 (1H, d, J =8.8 Hz), 7.41 (2H, d, J = 8.4 Hz), 7.57 
(2H, d, J = 8.4 Hz), 10.84 (1H, s). 



20 4'-^nP-N-[6-[(N, N-^^;i/T5/)^5 t ;W-2-^-7^;WCl,l'-tf 



)U%-rt*—b (237 mg, 0.789 mmol) MJ ^l^OSHR (4 ml) 

R#u*AzK*tt£fti*., sssxf^-ettfflifc. **aj»e&fissiA*fi**t?ife 



J=8.7Hz), 7.43 (2H, d, J = 8.4 Hz), 7.59 (2H, d, J =8.4 Hz), 11.77 
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^DDt'7i-W^>S (184 mg, 0.789 mmol) £$?*3\H'7'5 / fcf U 
-jy (96.4 mg, 0.789 mmol). $N,N-^^*M75 H(4 il)fcjjM?U 

^Tfc i-x^-3-(3-> ? ^^7syyptr;i/)-*;^> ? 'i's 

(151 mg, 0.789 mmol) SriPx., iST'l 6P*W«#bfc. KfStCMxf 

<y^Pkr;i/x-T-;p d : 5) 0S£»afc&>&»ftft;u ^Sft^ti (207 

mg) SSfi^*tl/T#fc. 
10 'H-NMR (DMSO-dg) 5 : 2. 19 (6H, s), 3.53 (2H, s), 7.45 (1H, d, J = 8.4 Hz), 

7.58 (2H, d, J = 8.4Hz), 7.73 (1H, s), 7.85 (7H, m), 8.12 (2H, d, J = 

8.4 Hz), 8.45 (1H, s), 10.49 (1H, s). 

FAB(pos) : 415.2 [M+H] + 

jB£ : 230-231 "C 
15 MMM 2 

4* - * d d -N- [6- a- tr n u ?)V) -i-r y 3\>w [i, r-tr^xx 



##0!2t?#& tert-^;i/ 6-(i-tf □ u >>x;i/*^;t/)-2-:*-7^;u;*;- 

20 A;*— I* (387 mg, 1.19 mmol)> UU\±7 )\<-#>W. (112 mg; 
0.482 mmol)£fflV>T, ^609 1 iW*CE)»ffftff 5 Q&mft;&® 
(21 2 mg) £ 6 feffr* £ UTftfc. 

'H-NMR (DMS0-d 6 ) <5 : 1.71 (4H, m), 2.47 (4H, m), 3.71 (2H, s), 7.46 (1H, 
d, J = 8.4 Hz), 7.57 (2H, d, J = 8. 4 Hz), 7.75-7.89 (8H, m), 8.12 (2H, 
25 d, J = 8.7 Hz), 8.45 (1H, s), 10.48 (1H, s). 
FAB(pos): 441.1 [M+H] + 

: 214-217-C mm<tmm : lHtX^;W-5M V^D WVX-tJW 
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mmm 3 

4' n O -N- [6- (1 - kM U S?x;V;* -2--^ 7 [U'-t!7x- 



M100 mg, 0.42 mmol) £ 4'-^nnkf:7xX )V%)l>tf>Wi (116 mg, 
• 0.49 mmol) 2rfflViT,^»Jl t^O^^ff ^ Z£\Z& VmMfc&W (103 

'H-NMR (DMS0-d 6 ) 6: 1.41-1.51 (6H, m>, 2.37 (4H, m), 3.56 (2H, s), 7.46 
10 (1H, d, J = 8.4 Hz), 7.58 (2H, d, J = 8. 7 Hz), 7.72 (1H, s), 7.80 (7H, 
m), 8.12 (2H, d, J = 8.7 Hz), 8.45 (1H, s), 10.48 (1H, s). 

: 220-222"C G&gJMbMt : WMx.?-)V- 5M V ?U tf;i/X— f-)V) 



N- (4-^P ^ 7 rc -;W -6- [ (>>* ^;PT 5 J ) * W -2-^? h 75 H 



##0)J4T#fc N-(4-^D ; E7i-JW-6-(kKD^v'^5 1 JW-2-t7 h 
7$ h' (349 mg, 0. 980 mmol) * h UX^;V75 >(0. 164ml, 1. 18mmol) £ N,N- 
^^fMM75 H (5 ml) fc*j*U »T^b^^ >7Jl^x;W0. 091 
ml, 18 mmol) ^JP^^O^Ma^Ufc.fi^ttfc^^^Ta >«fflt4t[(160 mg, 
20 96 mmol) t^RjtJ U ^ A (406 mg, 2. 94 mmol) *JD*., 60*0^ 16 I^Kfflttfcb 

^y^Dtf;i/x-5 : -;i/ : &iD^S'fkb^ (1 35 mg)*afi»*£: 

25 'H-NMR (DMS0-d 6 ) 5: 2.19 (6H, s), 3.57 (2H, s), 7.57 (3H, m), 7.81 (2H, 




5 



##0S3Tf#fc tert-y^;P 6-(l-kWJ ^^.)V^)V)-l-±y^)VtS — 



15 
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d, J = 9.0 Hz), 7.87 (1H, s), 8.00 (3H,m), 8.54 (1H, s), 10.52 (1H, s). 

mmm 5 

HHDO[l, l'-E7xx;W-4-^;W-6-[(N,N-^;*5\>U75 /) ^ 
;i/]-2-t7h7Sh- 



^%09 4 n- ^71 x;w -6- [(^f;i/75y)^ -2-^- 



mmol), 2^^M±hU^A(0.668 ml. 1. 34 mmol) h^>x^ > (3 

10 h'J7xi >/15i^A(11.6 mg, 0.01 mol)£}jq;L, 90"C 

^A^P^rh^?^;- BHtx^W fc«k»3tt«U Bmm 

&l-^x^;i/£5M v^pfcfJi'X— (l : 3) sasilflsu 

i5 mmfc&vo <42 mg) 

'H-NMR (DMS0-d 6 ) <5 : 2.21 (6H, s), 3.59 (2H, s), .7.51 (2H, d, J = 8. 7 Hz), 
7.59 (1H, d, J = 8.1 Hz), 7.72 (4H ,m), 7.89 (1H, s), 7.95 (2H, d, J = 
8.7 Hz), 8.05 (3H, m), 8.58 (1H, s), 10.53 (1H, s). 
: 240-242*0 
20 ' 6 

4* -9 P P-N- [2- [ (N, N-S?* 5/)^ 9\>W -6-* J U x;W [1 , 1 * - tf 



1) ##^J5T#fcN-[2-(t HP^~>*3M»-6-3V U-;W7th75 




.Me 



5 



!7 hT^ H(128 mg, 0.334 mmol), 4-#PP7xx;]/aJ?P>K;(62.7 ng, 401 
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h* (92.3 mg, 0.427 mmol) £ b U ^)VTS. > (0.0712 ml, 0. 512 mmol) 
^N.N-^/^MMTS F(2 ml) fcigffiU 2fC?TF, ^t^^ >^^*— 
;i/ (0.0396 ml, 0.512 mmol) £Jn*., 3 0#TO#bfc. KJfoi£fc:> ? *^;i' ' 
75>tit (69.6mg, 0.854 mmol) i^M^U^A (177 mg, 1.28 mmol) 
5 6 O *CT 1 6 UWI^bfc. 5Ufom\zmM* U £ A3jc«Ftt*i0*., 

7^- (IWIlMxfJW ^^^^^^-^-[(N.'N-^^^UT^/) 
^^;W-6-^/U^;WT-fehTS F (71.9 mg) £«^<hbT#£:. 
10 'H-NMR (CDC1 3 ) 5: 2.25 (3H, s), 2.34 (6H, s), 3.76 (2H, s), 7.45-7.58 
(3H, m), 8.02 (1H, d, J = 9.0 Hz), 8.09 (1H, d, J = 8.4 Hz), 8.31 (1H, 
s). 

2 ) MtB 1 ) T#£ N- [2- [ (N, N->?* 57)^ 3\>W -6-3r 7 U x;W 

TirhT^H (1.9mg, 0.296 mmol) ^MMM (1.5 ml) fc##U HOt 

*tf>^ (68.8 mg, 0.296 mmol) t^^75/t!'J^> (36. 1 mg, 0.296 
mmol)£N,N-^;*3 i ;W*;i>AX5 K(1.5 ml)fc*A?U ^T> l-X^;i/-3- 
20 ;i/7$ y "/D If 5 KMI (56. 6 mg, 0.296 mmol) 

25 X~5^ (1 : 5) A^iBSfliU %Mfc&® (60.6mg) SBfet&lfcfcUT 

'H-NMR (DMS0-d 6 ) 6 : 2.23 (6H, s), 3.67 (2H, s), 7.58 (3H, m), 7.82 (2H, 
d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz),. 7.96 (1H, d, J = 9.0 Hz), 8.04 
(1H, dd, J = 9.0, 2.1 Hz), 8.13 (2H, d, J = 8. 4 Hz), 8.29 (2H, d, J = 
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8.4 Hz), 8.52 (1H, d, J = 2. 1 Hz), 10.60 (1H, s). 
FABCpos) : 416.1 IMP 
M& : 219-221'C . 

5 4'-7;i/^-a-N-[2-(i-tfa u v~)\s*?-)V)-b-*; u^w n,r-t?7i 
-;W-4-#;i/#*iJ-s h 




1) #^J5T#^:N-[2-(t:Ha^>'^^;W-6-^7U-;WT-febT5 

10 N-[2-(i-tfpy>^;p*^;»-6-*y u^W7th75 H$afi»*tb 

'H-NMR (CDC1,) 6:1.85 (4H, m), 2.24 (3H, s), 2.70 (4H, m), 3.99 (2H, s), 
7.58 (2H, m), 7.80 (1H, s), 7.98 (1H, d, J = 9.0 Hz), 8.07 (1H, d, J = 
8.4 Hz), 8.29 (1H, s) . 
15 2) ItfgBDT^N-^-O-lfPU^n^^^W-e-^r/U-JWT-feh 

'H-NMR (DMS0-d 6 ) 6:1.76 (4H, m), 2.61 (4H, m), 3.94 (2H, s), 7.36 (2H, 
n), 7.59 (1H, d, J = 8. 4 Hz), 7.87 (4H, m), 7.99-8.14 (4H, m), 8.30 (1H, 
20 d, J = 8.4 Hz), 8.54 (1H, d, J = 2.0 Hz)., 10.61 (1H, s). 
FAB(pos): 426. 1 [M+HT 

m& : i9o-i93*c (m^tmm ^i^-^ vyoifjvx->;w 

4'-# u p-n- [2- (l-tf p U *?~)V*?-)V) -6-^ y U n;H [l , l ' - b*7 x— • 
25 ;W-4-#;M^-tf-$ h* 
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ci- 



mmm 7<dd t?»& n- [2- 0 - d u >>~;i^ -6-* / u r-t h 

5 'H-NMR (DMS0-d 6 ) 6: 1.77 (4H, m), 2.65 (4H, m), 3.98 (2H, s), 7.59 (3H, 
Di), 7.59 OH, d, J = 8.4 Hz), 7.87 (4H, m), 7.99-8.14 (4H, m). 8.30 (1H, 
d, J = 8. 4 Hz), 8.54 (1H, d, . J = 2.0 Hz), 10.61 (1H, s). 
FAB(pos): 442.1 [M+H] 4 

: 200-202'C GSgHrfc^JaS : It&X3\^-5M V fc^X-^) 
10 9 

4* -7;v^-p-n- [2- (l-tf ^ u -6-^ y u =;w D , 1 1 - tf 7 x 



15 Hfct!^.Ui?>*fflViT, ^Jfi^!l6©l)i:R«Otftf^*ff5i:i:fcJ;D% 

n- [2- ci - tr^ u -6-* / u x;w r-fe h t ^ H * eMft* t u 

'H-NMR (CDCl,) <5: 1.47 (2H, m), 1.64 (4H, m), 2.25 (3H, s), 2.55 (4H, 
m), 3.83 (2H, s), 7.55 (1H, dd, J = 2.4, 9.0 Hz), 7.60 (1H, s), 7.67 (1H, 
20 d, J = 8.4 Hz), 7.98 (1H, d, J = 9.0 Hz), 8.08 (1H, d, J = 8.4 Hz), 8.30 
(1H, d, I ■ 2.4 Hz). 
2) MIB1) T#feN-[2-(l-bf^U^n;M5 i ;W-6-^y 'J^HTtb 




1 ) 5 N- [2- ( t H P * -6-3r / U XJW T-fe h 7 S. 
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■H-NMR (DMSO-oV <5 : 1.44 (2H, m), 1.56 (4H, m),. 2.50 (4H, m), 3.77 (2H, 

s), 7.35 (2H, m), 7.60 (1H, d, J = 8.7 Hz), 7.81-8.14 (8H, m), 8.30 (1H, 

d, J = 8.4 Hz), 8.54 (1H, d, J = 2.0 Hz), 10.61 (1H, s). 
FAB(pos): 440.2 [M+H]* 

5 : 202-204t: GgH imm : mk^)V- $M V :/n fc?;ux-r-;w 

HSfiM 1 0 

4' n n-N-[2-(i-e^U s^M^W-e-*/ U — M [l, i'-l:7i- 
;W-4-*;i/^^+>-a H 



mmm 9 © i)i?#fc N-[2-d-tf^u *j~)v*^m-s-*j u -;w 7-t b 

7^ 4*-^antf7x=;v*;P#>KSfflViT, ^WJ6©2) tpgm© 

'H-NMR (DMS0-d 6 ) 6 : 1.47 (2H, m), 1.61 (4H, m), 2.50 (4H, m), 3.33 (2H, 



15 =8.4 Hz), 8.57 (1H, s), 10.65 (1H, s). 
FAB(pos) : 456.1 CM+H] + 

M* : 211-21313 (MWmm : fil^-^V^nlfjVX-TJW 

mmm n 

4' D D^B-tt-^tfU ^M^WHMV U -)W [1,1' -b'7xZ 

20 JW-4-* F 



1 ) 0MM 5 N- [2- ( k K P * 9-M -6-^ J U ~;W 7ir h 7 5 
N-[2-(4-^;W* ij -;i/*3MW-6-3r/ U 7"fe h 7 S H LT# 




s), 7.61 (3H, m), 7.81-7.90 (4H, m), 7.98-8.15 (4H, m), 8.34 (1H, d, J 
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'H-NMR (CDC1,) 6 : 2.25 (3H, s), 2.55 (4H, t, J = 4. 5 Hz), 3.75 (4H, t, 
J = 4. 5 Hz), 3.81 (2H, s), 7.42 (1H, or), 7.51 (1H, dd, J = 2.4, 9.0 Hz), 
7.60 (1H, d, J = 8.4 Hz), 8.01 (1H, d, J = 9.0 Hz), 8.09 (1H, d, J = 8.4 
5 Hz), 8.32 (1H, d, J = 2.4 Hz). 

2 ) MSB 1 ) N- [2- (4-^e;U* U *?)V) -6-* J U ~)V\ 7ir b 

'H-NMR (DMSO-d,,) (5 : 2. 45 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
10 3.74 (2H, s), 7.59 (3H, m), 7.82 (2H, d, J = 8.4 Hz), 7.88 (2H, d, J = 
8. 4 Hz), 7.97 OH, d, J = 9.0), 8.04 (1H, dd, J =9.0, 2.1Hz), 8.13 (2H, 
d, J = 8.4 Hz), 8.30 (1H, d, J = 8.4 Hz), 8.52 (1H, d, J = 2.1 Hz), 10.60 
(1H, s). 

7C5H##ftt C^ClNjO^bT 
15 fr^ffi:C, 70.81; H, 5.28; N, 9.18. 
£BMt:C, 70.66; H, 5.31; N, 8.90. 

m& : 236-238^ • m&imm : mn^jv- v<i v -/u tr;wx— j-m 
mm 12 

N- [2- (4-^1/* 'J-JM ?)V> -6-^ / U ~) W [1 , 1' - tf 7 x -4-* ;i/ 
20 H 



mm l i © l ) n- [2- (4-^e;v* U -6-* J V n/W 7-fe 

25 'H-NMR (DMSO-d,,) 6 : 2. 47 (4H, t, J = 4. 5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
3.74 (2H, s), 7.44 (1H, m), 7.53 (2H, m), 7.61 (1H, d, J = 8.4 Hz), 7.78 




N 
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(2H, d, J = 7.5), 7.88 (2H, d, J = 8.4 Hz), 7.97 (1H, d, J = 9.0 Hz), 
8.04 (1H, dd, J = 9.0, 2.1 Hz), 8.12 (1H, d, J = 8.4 Hz), 8.30 (1H, d, 
J = 8.4 Hz), 8.53 (1H, d. J = 2.1 Hz), 10.59 (1H, s). 
, Ttmftffim C 17 H M N,0, . o. 5H,0 £ l/T 
5 tHMt:C, 74.98; H, 6.06; N, 9.72. 

: C, 75.08; H, 6.07; N, 9.80. 

m&: 214-215^ (m^imm:mm^)v-^v^u}d)vx.-^M 
mmm 1 3 

4' -7 )\,* D-N- [2- (4-^V* U &)V) -6-* / U ~)V\ [1 , 1' - tf 7 x 

10 -;W-4-^;i/^^1t5 h* 

jCCTO 

H 

15 'H-NMR (DMS0-d 6 ) d : 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
3.74 (2H, s), 7.35 (2H, m), 7.61 (1H, d, J = 8. 4 Hz), 7.84 (4H, m), 7.96 
(1H, d, J = 9.0 Hz), 8.04 (1H, dd, J = 9.0, 2.4 Hz), 8.12 (2H, d, J = 
8.1 Hz), 8.30 (1H, d, J = 8.4 Hz), 8.53 (1H, d, J = 2.4 Hz), 10.59 (1H, 
s). 

20 7C*#*fte Cj 7 Hj 4 FN s 0 2 izVX 

ti-m : C, 73.45; H, 5.48; N, 9:52. 
&M : C, 73.37; H, 5.36; N, 9.52. 
jtt£: 211-212-C (ftHftttK : ffill^-^ V^o WVX.-tM 

25 6- (4-* 7i-)W-N-[2- (4-^rJl/* U * 3^ W -6-* </ U ~M 3 3 
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^mm 1 1 o i ) ~e#fc n- [2- u — ;wjww -e-* y u -;W7t 

5 'H-NMR (DMSO-de) 6 : 2.39 (3H, s), 2.45 (4H, t, I = 4. 5 Hz), 3.61 (4H, 
t, J = 4.5 Hz), 3.75 (2H, s), 7.36 (2H, d, J = 8.4 Hz), 7.62 (1H, d, J 
• = 8:4 Hz), 8.01 (2H, n>. 8.12 (3H, m), 8.31 (1H, d, J = 8.4 Hz), 8.42 
(1H, dd, J = 8.4, 2.4 Hz), 8.52 (1H, d, J = 2. 4 Hz), 9.23 (1H, d, J = 
2.4 Hz), 10.72 OH, s). 
10 TUmfrVrm C„H J6 NA-0.5H 2 0£UT 
tfjftl : C, 73. 95 ; H, 5.98; N, 12.78. 
C.73.92; H.5.92; N, 13. 01. 

M& : 2U-216-C d&fkttmm : 1»x3p;w-sm V 7* fcWX-^JW 

mmm 1 5 

i6 N-[2-[(^^^;i/T5 y)^^;w-6-^/ ux;w [i,r-K7x=;w-4-* 




sgjgfll 601) N- [2- [ (N, Nr^* ^7 5 7)^ 3\>M -6-* / U X>W 
7th75 Htlf7xn;^;i/^>m«rfflViT, H»J6©2) tra«©Jft 
20 ffr£ff3 9, M^Si^t^tffc. 

•H-NMR (DMS0-d 6 ) 6 : 2. 23 (6H, s), 3.66 (2H, s), 7.52 (4H, m), 7.78 (2H, 
d, J = 7.8 Hz), 7.88 (2H, d, J = 8.4 Hz), 7.96 (1H, d, J = 9.0 Hz), 8.04 
OH, dd, J = 9.0, 2.1 Hz), 8.12 (2H, d, J = 8. 1 Hz), 8.29 (1H, d, J = 
8.4 Hz), 8.53 (1H, d, J = 2. 1 Hz), 10.59 (1H, s). 
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ttJWfi : C, 78.71; H, 6.08; N, 11.02. 
^®Mft:C, 78.44; H, 6.07; N, 11.01. 

191-194-C ttUUMI : Bilf^-^V WH-fM 
5 #1»J 1 6 




HJ&fll 6 0 1) *T?#fc N- [2- [ (N, 57)^ 3=-;M -6-* / U ~;W 
10 T-fehT5 Hfc 4'-7;^Dtf7xn;l/*;^>@l&fflViT, *JSfll6©2) 

'H-NMR (DMSO-d^ 6 : 2. 23 (6H, s), 3.67 (2H, s), 7.35 (2H, m), 7.58 (1H, 
d, J = 8.4 Hz), 7.84 (4H, n), 7.96 (1H, d, J = 9.0 Hz), 8.04 (1H, dd, 
J = 9.0, 2.3 Hz), 8.12 (2H, d, J = 8.4 Hz), 8.28 OH, d, J = 8.7 Hz), 
15 8. 52 (1H, d, J = 2.3 Hz), 10.58 (1H, s). 

Ttmftmm c„H„FN 3 o^bT 

ttJMt : C, 75.17; H, 5.55; N, 10.52. 
£M:C, 74.89; H, 5.60; N, 10.52. 
MA : 205-208-C (fSAYblCFift : WHLtt)V- V fc^X-x^) 

20 mxm 1 7 

N- [2- [ & * ^)vy sy)^ ^; W -6-^ y U ~M -6- (4-* i^JW n 




#£i60)J 6 © 1 ) N- [2- [ (N, N-S>* 5^)^ U XJW 



10 
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'H-NMR (DMSO-dg) 6 : 2. 23 (6H, s), 2.39 (3H, s), 3.67 (2H, s), 7.36 (2H, 
d, J = 8.1 Hz), 7.59 (1H, d, J = 8.4 Hz), 8.02 (2H, m), 8.12 (3H, .m), 
5 8.30 (1H, d, J = 8.7 Hz), 8.42 (1H, dd, J = 8.4, 2. 4 Hz), 8.51 (1H, s), 
9.22 (1H, d, J = 2.4 Hz), 10.72 (1H, s). 
TzmftffiM C„H M N 4 0«hbT 

fj-^{fi : C, 75.73; H, 6.10; N, 14. 13. 
: C, 7.5.44; H, 6.19; N, 14. 12. 
220-222<C (UBitmm : WMZ-^V-i?^ V ^P tf^X-^W) 
1 8 

4' p p-n-[2-[(2, s-^pwu-i-tr u v ^x;w ^^;w-6-+y u - 

Me 




15 1) ##^J5T?#^N-[2-(kHD^^^;P)-6-^>"Jx;WT-fehT5 
H-[2-[(2, 5-^^^H-t!D U i^^JW / 'J 7t h75 H 

'H-NMR (CDC1 3 ) 6 : 0.99 (6H, d, 6.0 Hz), 1.86 (4H, m), 2.24 (3H, s), 2.72 
20 (2H, m), 3.98 (2H, s), 7.53 (1H, dd, J = 2.2, 9.0 Hz), 7.69 (1H, d, J 
= 8.4 Hz), 7.80 (1H, br), 7.97 (1H, d, J =9.0 Hz), 8.03 (1H, d, J = 8.4 

Hz), 8.29 (1H, s). 

2) I5IB1) T#fcN-[2-[(2,5-^^5 : -JWl-tfPU^-;i/)^^;i']-6- 

25 \z&v^ &mi^m^m^,B^tiyxmco 

FAB(pos) : 470.2[M+H] + 
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§!»J r 9 

n-[2-[(2, s-^^wi-tra u i?-)V)*?-)V}-*-*; u n;W-4' 



mmm i 8 © i m#fc n-[2-[<2, 5-s?*^;v-i-t;n u >^;w *5=-jw-e- 

^7 U -;WT-fe hTS FSrffiViT, ^860!) 6 ©2) £l^i©}§f££fT5 £ <h 

FAB(pos) : 454.2[M+H] + 
H£»J 2 0 

N _ [2 _[(2, s-^^^P-i-tfp u ^~;»;>wK)-6-3ry y [1, l'-t'7 



mjfetfij is© i ratfc n-[2-[(2, 5-^^^;v-i-tf p u m^;w-6- 

FAB(pos) : 436.2[M+H]* 

mmm2 1 

4- (4-* u -N- [2- a- bf a y $^;m^;w -6-* J u - 



Me 
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mmm 7<dd -v&it n- [2- a- tf d u v^v^m -6-=*- j u x;w r-t h 

7SF£fflV>T> »J6©2) tra»©»f^*ff5i:tKlJtO, • 

'H-NMR (DMS0-d 6 ) 6 :0.98 (3H, d, J = 6.4 Hz), 1.33 (2H, m), 1.59 (1H, 
5 m), 1.74 (2H, m), 1.80 (4H, m), 2.62 (4H, m), 2.86 (2H, m), 3.85 (2H, 
m), 3.94 (2H, s), 6.95 (2H, d, J = 9. 0 Hz), 7.57 (1H, d, J = 8.7 Hz), 
7.65 (1H, dd, J = 2.4, 8.7 Hz), 7.81 (2H, d, J = 9.0 Hz). 7.90 (1H, br), 
8.05 (1H, d, J = 8.7 Hz), 8.10 (1H, d, J = 8.7 Hz), 8.45 (1H, d, J = 2.4 
Hz). 

10 FAB(pos) : 429.3CM+HT 

200-202*0 (IftAfc*** : f»X^;i/-5?< V^D \Z)V3L-r)V) 
mm 2 2 

4 _ (2-^ V-l-fcWJ ^x;W) -N- [2-(l-HoU 3^) -6-3r / U X 



7 © 1 )T#fc N-[2-(l-fcfP U S^PpWWHMV U x;W T-fe h 

'H-NMR (DMSO-de) 6 : 1.84 (4H, m), 1.98 (4H, m), 2.62 (6H, m), 3.70 (2H, 
20 id), 3.94 (2H, s), 7.38 (2H, d, J = 8.4 Hz), 7.59 (1H, d, J = 8.4 Hz), 
7.68 OH,, dd, J = 2.3, 9.0 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.06 (1H, d, 
J = 9.0 Hz), 8.11 (1H, d, I = 8.4 Hz), 8.30 (1H, br), 8.45 (1H, d, J = 
2.3 Hz). 

FAB(pos) : 429.2[M+H] + 

25 m& 210-212-c (mskitmm »»x^;p-s?-f y tr;px-^;w 
mmm 23. 

4' D D-N-[2-[[(2R, 6S)-2, 6-5>*^;Wl-lWJ *J-)V\ t^V]-*-* 




15 
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Me 

H 

injw 8 -eft etift 4'-^ a n-N-K-(^ d n^f ;w-6-+; u = 

;W [l,l'-lf7x— JV]-4-*;P#*U-5 F (100 mg, 0.246 mmolK (2R.6S)- 
6 2,6-v>;*3MUt?^U> f >(0.331 ml, 2.46 mmol) k.WtW&l 1) VI* (67. 9 mg, 
0.491 mmol) ©5?^^;WWAT5 F (1.5 ml) MMft. BOCT 3 BSMBHW^b 

— ^t^V^Plf^X— ^T?«Jfc«6#bT«lfl3^* (65mg) £*&5fc£b 

10 'H-NMR (DMS0-d 6 ) (5 : 1.01 (6H, d, J = 6.0 Hz), 1.29 (2H, m), 1.61 (4H, 
m), 2.52 (2H, m), 3.96 (2H, s), 7.59 (2H, d, J = 8. 4. Hz), 7.75 (1H, d, 
J = 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.00 
(2H, m), 8.14 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 8.53 (1H, 
s), 10.61 (1H, s). 

15 FAB(pos) : 484 [M+H]' 

mmm 2 4 

4' P D-N-[2-[(4-^5 i ;i/-l-tf^^i ? ^l/) *3MI/]-6-3ry U - 




8 T# £ tltc 4' a D -N- [2- (# P a * J-)V> /"J- 
•H-NMR (DMS0-d 6 ) 6 : 2.16 (3H, s), 2.35-2.50 (8H, m), 3.73 (2H, s), 7.58 
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(3H, m), 7.82 (2H, d, J .= 8. 4 Hz), 7.89 (2H, d, J = 8. 4 Hz), 7.96 (1H, 
d, J = 9.0 Hz), 8.04 (1H, m), 8.13 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J 
= 8.7 Hz), 8.53 (1H, s), 10.61 (1H, s). 
FAB(pos) : 471.2[M+H] + 
6 HSUfc: 215*0 (#M) (SSibli : tBUXf JP-i?-f V ^ n EJH-f 
)V) 

mmm 25 

4' n D-N-[2-[(2-*?MI/-4, H D-1H-- ( S.fV—fr-l-'f M 



8 T# btlfc 4' -27 D D-N-C2- (2> U U^)V) -6-3r / U - 

M [i, r-H:7xn;v]-4-;7j;^^i^ h*£Jflv>T> idi£0»J 2 3 iimffioMft 

'H-NMR (DMSO-dg) 6 : 1.97 (3H, s), 3.21 (2H, t, J = 9.0 Hz), 3.52 (2H, 
15 t, J = 9.0 Hz), 4.56 (2H, s), 7.46 (1H, d, J = 8.4 Hz), 7.58 <2H. d, I 
= 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 7.97 (1H, 
d, J = 9.0 Hz), 8.07 (1H, dd, J = 9.0, 2.1Hz), 8.13 <2H, d, J = 8.4 Hz), 
8.34 (1H, d, J = 8.4 Hz), 8.56 (1H, d, J = 2. 1 Hz), 10.63 (1H, s). 
FAB(pos) : 455CM+H] 4 

20 mmm 2 6 

4" -27 p p-n-[2-(i, z-^-yw py-z-i )v*7)\>)-$-* ; u =;w [1. r - 



Me 



10 
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###J 8 T# bflft 4' -i? P O-N-^-^OD^ J-)V) ^ U ~ 
M [1. r-t7xnjW-4-*;P**-!J-3 KSJSVvr, #U£0!I2 3 £H*©!ite 

'H-NMR (DMS0-d 6 ) 6 : 2. 94 (2H, t, I = 6. 0 Hz), 3.12 (2H, t, I = 6.0 Hz), 
5 3.78 (2H, s), 4.09 (2H, s), 7.58 (2H, d, J = 8.6 Hz), 7.70 (1H, d, J = 
8.0 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.00 (2H, 
m) r 8.14 (2H, d, J = 8. 6 Hz), 8.34 (1H, d, J = 8. 8 Hz), 8.56 (1H, s), 
10.63 OH, s). 
FAB(pos) : 460EM+H] 4 

io mm 2 7 

4' -t> D P-N-[2-[(2, 2, 6, 6-7- h 5*3^-1 -tWJ 5>n;W ^WW-fi-* 



###| 8 T# £ ftfc 4* D O-N- [2- D D ^ -6-+ ^ U - 

i5 ;i/][i,r-tf7x~;W-4-^;^^5 H&fflvsr;*«W2 3 £H£S©Jgfe 

•H-NMR (DMSO-dg) 6 : 1.02 (12H, s), 1.56 (6H, m), 4.01 (2H, s), 7.59 (2H, 
d, J = 8.4 Hz), 7.90 (6H, m), 7.99 (1H, m), 8.13 (2H, d, J = 8.0 Hz), 
8.27 OH, d, J = 8.8 Hz), 8.51 (1H, s), 10.59 (1H, s). 
20 FAB(pos) : 512[M+H] + ' 

nmm 2 8 

[2- CC4- (2- fc? U *J~)V) -1- VI 7 ;W * f^M -6-* J U 

-;i/][i,r-tf^x-;u]-4-*ji/^^+f-5 f 




Me 



Me 
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KCCro 



- ##01J 8 m <o ntc 4' U D-N- [2- PO^ -6-^ J U ~ 

5 'H-NMR (DMS0-d 6 ) 5 : 2. 36 (4H, m), 3.31 (4H, m), 3.60 (2H, s), 6.43 (1H, 
m), 6.61 OH, d, J = 8.8 Hz), 7.32-7.48 (4H, m), 7.60-7.71 (4H, m), 
7.75-7.95 (5H, m), 8.11 (1H, d, J = 8.4 Hz), 8.36 (1H, s), 10.42 (1H, 
s). 

FAB(pos) : 534[M+H] + 

io mmm2 9 

4' -if PD-N-[2-[ [4- (2-*^)V7 :n~;W-l-fc?^U ;W * -6-+ 

yij -;ki [i , r - tf 7 x ~; w -4-* ^ f 



8 t?# e> nfc 4' - ^ a a -N- [2- & p d * 3-)V> -6-^ / u ~ 

'H-NMR (DMSO-de) 6 : 1.71 (4H, m), 2.23 (3H, m), 2.31 (3H, s), 2.97 (2H, 

m), 3.80 (2H, s), 7.08-7.24 (4H, m), 7.59 (2H, d, J = 8. 4 Hz), 7.67 (1H, 

d, J = 8.8 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.03 

(2H, m), 8.14 (2H, d, J = 8.4 Hz), 8.32 (1H, d, J = 8.4 Hz), 8.55 (1H, 
s), 10.63 (1H, s). 
FAB(pos) : 546 [M+H]* 

mmm 3 0 

4' p D-N-[2-[ [4- (3- * 7 x. -1 - fcf ^ U * -6-^r 
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8 t# & nfc 4' p p-n- [2- p p * -6-* y y - 

'H-NMR (DMS0-d 6 ) 6 : 1.71 <4H, m), 2.20 (3H, m), 2.27 (3H, s), 2.97 (2H, 
m), 3.57 (2H, s), 7.06 (4H, n). 7.59 (3H, m), 7.82 (4H, m), 8.02 (2H, 
m), 8.12 (2H, d, J = 8. 4 Hz), 8.35 (1H, m), 8.54 (1H, s), 10.61 (1H, s). 
FAB(pos) : 546[M+H] 4 

io mmm 3 1 

4* -// o P-N- [2- [ [4- (4-^^7x-JV)-l-^^ U 5? -J W * -6-* 




8 ~cn e> 4' □ p-n- [2- p p * s^w -6-^ / y - 

15 ;W [l,r-k*7x^W-4-*MW Fft«^T, ^»J2 3 £EI*®»f£ 

■H-NMR (DMS0-d 6 ) 6 : 1.71 (4H, m), 2.20 (3H, m), 2.26 (3H, s), 2.96 (2H, 
m), 3.78 (2H, s), 7.12 (4H, m), 7.61 (3H, a). 7.83 (2H, d, J = 8.6 Hz), 
7.90 (2H, d, I = 8.6 Hz), 8.03 (2H, m), 8.14 (2H, d, J = 8.2 Hz), 8.31 
20 (1H, d, J = 8.4 Hz), 8.55 (1H, s), 10.63 (1H, s). 
FABCpos) : 546[M+H] + 

mmm 3 2 

4' -9 O D-N-[2-[(2-7x^H, h* D-1H--T 5 W-)V-\-< )V> * 
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###J 8 T# £> fife 4' -if O D-N- [2- O D * / U - 

;i/][i,r-H^xzi;i/]-4-*;v^^^ F^fflwr, mnM2 3 

6 'H-NMR (DMSO-de) 6 : 3. 46 (2H, in), 3.82 (2H, m), 4.51 (2H, s), 7.48 (3H, 
m), 7.61 (4H, s), 7.79-8.16 (9H, m), 8.36 (1H, d, I = 8. 8 Hz), 8.58 (1H, 
d, J = 1.8 Hz), 101 65 (1H, s). 
FABCpos) : 517[M+HT 

nmm 33 

Lo 4' D n-N-[2-(3, 4-v^b b* D-l (2H)-^7 U ~)V*?M-S-*J U ~ 




###1 8 t# e> nfc 4' u D-N- [2- c# a a ^ ^;w-6-^ y u - 
;W [1. i'-if7xn;WHh*;^*-y-5 KfcJfl^f, £%0!f 2 3 tH»©i»f^ 

'H-NMR (DMSO-ds) <5 : 2.00 (2H, m), 2.79 (2H, in), 3.55 (2H, m), 4.70 (2H, 
s), 6.47 (2H, m), 6.82-6.94 (2H, m), 7.38 (1H, d. J = 8. 4 Hz), 7.58 (2H, 
d, J = 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J =8.4 Hz), 8.01 
(2H, m), 8.13 (2H, d, I = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 8.55 (1H, 
20 d, J = 1.8 Hz), 10.63 (1H, s). 
FABCpos) : 504 [M+H]* 
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4* o a-N- [2- (3, l-V kh'O-2 (1H) -4V*J U HI-* / U 



8 T# & nfc 4* - V a a -N- [2- (2 u a * -6-* y <J - 

'H-NMR (DMSO-de) 6 : 2.77-2.83 (4H, m), 3.64 (2H, s), 3.93 (2H, s), 
7.03-7.11 (4H, m), 7.57 (2H, d, J = 8.8 Hz), 7.64 (1H, d, I = 8.4 Hz), 
7.82 (2H, d, J = 8.8 Hz), 7.88 (2H, d, J = 8.4 Hz), 8.01 (2H, m), 8.12 
(2H, d, J = 8.4 Hz), 8.30 (1H, d, J = 8.4 Hz), 8.54 (1H, s), 10.62 (1H, 
s). • 

FAB(pos) : 504[M+H] + 

4' -/7 a D-N-[2-(2, 3-^k F D-1H--T > b'-JWW )V*7)V)-6-*J U 
-;W [l,l'-t*7x^W-4-*^^5 h* 



##09 8 T# 6 tifc 4' -2 n a-N- [2- a p * ?)V) -6-* 7 U - 

m a, r-f7x^]-4-*;v*^5 HSffiv^T, $mm 2 3 £H«©»fe 

'H-NMR (DMS0-d 6 ) 5 : 2.96 (2H, m), 3.43 (2H, nO, 4.53 (2H, s), 6.61 (2H, 
m), 6.95-7.09 (2H, m), 7.57 (3H, m), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, 
d, J = 8.8 Hz), 8.02 (2H, m), 8.13 (2H, d, J = 8.4 Hz), 8.32 OH. d, J 
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= 8.8 Hz), 8.55 (1H, d, I = 2.2 Hz), 10.63 (1H, s). 
FAB(pos) : 490 [M+H]* 

mmm 3 6 

4' u D-N-[2-(iH-f s.^/-)b-i-<i)V* : ?M-s-*/ u [i, r ■- 

5 tf^x-;W-4-^)^^it^ K 




8 e>nfc.4' - ^ p n-N- [2- d n ^ ^;w) -M* y u ~ 

10 'H-NMR (DMSO-ds) (5 : 5.49 (2H, s), 6.96 (1H, s), 7.28 (2H, m), 7.58 (3H, 
m), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, I = 8.4 Hz), 8.01 (2H, m), 
8.12 (2H, d, J = 8.6 Hz), 8.35 (1H, d, J = 8.4 Hz), 8.57 (1H, d, 1 = 2.2 
Hz), 10.65 (1H, s). 
FAB(pos) : 439[M+H] + 

16 *WJ37 

4'-^DD+ [2- [ (4-7 3i-;i/-l- k! ^ 5 >>-;i/) ^ f-M -6-* J U - 

;w [i,r-k*7x-jw-4-*j^t5 f 




###1 8 *C # 6. tafe 4' - >? d P -N- [2- ( # P D ;* V> -6-^;U- 

•H-NMR (DMS0-d 6 ) 6 : 2.62 (4H, m), 3.17 (4H, m), 3.82 (2H, s), 6.78 (1H, 
m), 6.93 (2H, d, J = 7. 8 Hz), 7.20 (2H, m), 7.58 (2H, d, J = 8.8 Hz), 
7.69 (1H, d, J = 8. 8 Hz), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, d, J = 8.6 
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Hz), 8.01 (2H, m), 8.14 (2H, d, J = 8.6 Hz), 8.32 (1H, d, J = 8.6 Hz), 
8.56 (IH, d, J = 1.8 Hz), 10.63 (1H, s). 
FAB(pos) : 533[M+H] + 
Mffiffl 3 8 

5 4- (A-7)\s* U -N- [2- (1-fcf P L) 3\>W -6-* J U x;W - 

i-t!^ij >?>*;i/3l?^s H 

JLCCTO 

H 

mmm9^mc z-o-trn u u— > (soo mg, 

2.2 mmol) ttf'J> 5 > (0.356 ml, 4. 4 mmoDO-f" t Hn79>»« (11 
10 ml)Kl, Sk^T^ 4-— bD7x- ;l/^nnW- h (488 mg, 2. 42 mmol) * 

(11 ml) &*n*.fc. MT^ m&i>K1fib 4-(4-7MD7x^.W hWJ 
it^ii (569 mg, 2. 64 mmol), 4SJ£*Kft^ HJ (0.66 ml) ^in 

15 MCT5W^7D?h^7^- (fiTOME ; ftBftx^W 

tjjftsgb, y^Dtr^x— ^i^eawfls-fr* (612 mg) 

'H-NMR (DMSO-dg) 6 1.57 (2H, m), 1.64 (4H, m), 1.82 (2H, m), 2.50 (4H, 
m), 2.79 (1H, m), 2.92 (2H, in), 3.81 (2H, s), 4.34 (2H, m), 7.12 (2H, 
20 m), 7.31 (2H, m), 7.51 (1H, d, J = 8. 4 Hz), 7.82 (2H, s-like), 8.07 (1H, 
s), 8.14 (1H, d, J = 8.4 Hz), 8.83 (1H, s). 
FAB(pos) : 433.2[M+H] + 

M£ : 206-207-C (tirAftftHK : SBftX^JW-^-f V^O tfJVX-xJV) 

mmm 39 • 

26 4-7x-;H-[2-(l-^PUy-iMf;W-6-4y'J^]-l-^ , Jv> 
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###y 2-a-tf d u s?x;M^;»-6-^y u x^t$ >£/sv>t, 

5 'H-NMR (DMS0-d 6 ) (5 : 1. 59-1. 85 (8H, m), 2.50 <4H, m), 2.73 (1H, m), 2.89 
(2H, m), 3.81 (2H, s), 4.33 (2H, m), 7.20-7.34 (5H, m), 7.51 (1H, d, J 
= 8.4 Hz), 7.82 (2H, s-like), 8.07 (1H, s). 8.14 (1H, d, J = 8.4 Hz), 
8.83 (1H, s). 
FABCpos) : 415.3[M+H] + 

10 SS^: 187-189-C (tifAftftttK : IWXSP^-SM V^D W^-rM 
W4 0 

4- (4-^ dp7 x-jw -N- [2-a-fcr □ u >>x;m ^)V) -6-*/ u -;w-i- 




•H-NMR (DMS0-d fi ) 5 1.58 (2H, m), 1.72 (4H, m), 1.80 (2H, m), 2.50 (4H, 
m), 2.79 (1H, m), 2.92 (2H, m), 3.82 (2H, s), 4.33 (2H, m), 7.34 (4H, 
20 m), 7.51 (1H, d, J = 8.4 Hz),. 7.82 (2H, s-like), 8.07 (1H, s), 8.14 (1H, 
d, J = 8.4 Hz), 8.85 (1H, s). 
FAB(pos) : 449.2[M+H] + 

m&: 2osx; (ife&imm : ^x^-^vyptf;px— t 
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nffiM4 1 

4-(4-^^7xr:jW-N- [2-(l-tTP U S^M^/W-B-*/ 'J-^-l- 



5 ##^j9T#^2-a-t!DU> ? n;u^^)-6-=\ i y u=;pr5>*fflViT» 

•H-NMR (DMS0-d 6 ) 6 : 1.55 (2H, m), 1.72 (4H, m), 1.78 (2H, m), 2.27 (3H-, 
s), 2.50 (4H, m), 2.72 (1H, m), 2.91 (2H, m), 3.81 (2H, s), 4.32 (2H, 
10 m), 7.13 (4H, m), 7.51 (1H, d, J = 8.4Hz), 7.82 (2H, s-like), 8.08 (1H, 
s), 8.14 (1H, d, J = 8.4 Hz), 8.84 (1H, s). 
FAB(pos) : 429.3[M+H] + 

Bust : 214-216C mmmm:wm?.?-)\>-^v7vv)vx.~7-)\>) 

15 . 6- (4-* h^^7x-;)/)-N-[2-(l-tfDU^n;V^^;V)-6-^y y^;W~ 



7 CD N-[2-(l-t!P U S^M^W-M 1 / U -JW h 

20 ^£&6l»*iUT#;fc. 

'H-NMR (DMSO-dj) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (5H, s-like), 7.10 
(2H, d, J = 9.0 Hz), 7.59 (l.H, d, I = 8. 7 Hz), 7.98 (2H, m), 8.11 (1H, 
d, J = 8.4 Hz), 8.18 (2H, d, J = 8.7 Hz), 8.29 (1H, d, J = 9.0 Hz), 8.40 
(1H, d, J = 8.4 Hz), 8.51 (1H, s), 9.20 (1H, s), 10.71 (1H, s). 
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FAB(pos) : 439.2CM+HT 

man 210X: <&m «am:ifixf;v-^v^nwx-7 
N-[2-(i-tfDU^-;w^^;i/)-6-^y u-;v][i,r-tJ7x^w-4-*;i/ 

%xxro 

H 

7 <d i ) n- [2- a- t? p u -6-^ y u -;W r-fe h 

10 m&m&M&tvTmzo 

'H-NMR (DMSO-dg) 6 : 1.73 (4H, ra), 2.50 (4H, m), 3.85 (2H, s), 7.50 (4H, 
m), 7.78 (2H, d, J = 8. 1 Hz), 7. 88 (2H, d, J = 8. 1 Hz), 8.02 (2H, m), 
8.12 (2H, d, J = 8. 1 Hz), 8.28 (1H, d, J = 8.7Hz), 8.53 (1H, d, J = 2.0 
Hz), 10.60 (1H, s). 
16 FAB(pos) : 408.2[M+H] + 

" MjttL : 1 81-1 83^ mShitmm : BWIWP- V t?;i/X-^;i/) 
H»J4 4 

6- (4-^7 dd7x n;w -N- [2- a- tr n u i?-)V* -6-3=- y u ~ n 




7<D1) N- [2- (1-tf a U JM -6-^ 7 U — JW T± h 
'H-NMR (DMSO-d,,) <5 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (2H, s), 7.61 (3H, 
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m), 8.01 (2H, m), 8.28 (4H, m), 8.48 (2H, m), 9.25 (1H, d, J = 2.2 Hz), 
10.76 (1H, s). 
FAB(pos) : 443.2[M+HT 

$6^ : 225-227T3 <ig^«iS : Mx?Ml/-iM tf^X-x^) 
5 I*IWJ4 5 

6- (4-7 MD7i x;W -N- [2- (i - tf p u s?x;v* -6-* J u x;W X 



HJ&fll 7 cd l ) mfc n- [2- (l- tf p u s^UjWW -6-3=- / U x;W T-fe b 

•H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.86 (2H, s), 7.39 (2H, 
m), 7.60 (1H, d, J = 8.4 Hz), 8.01 (2H, m), 8.19 (1H, d, J = 8.4 Hz), 
8.28 (3H, m), 8.45 (1H, dd, J = 8.4, 2.1 Hz), 8.51 (1H, d, J = 1.7 Hz), 
15 9.24 (1H, d, J = 2.0 Hz), 10.75 (1H, s). 
FAB(pos) : 427.2[M+H] + 

: 210'C CMfttttt : B»X^-5?-f V~7u tfJl/X-^W 

6- (4-* 3-)V 7 x x;W -N- [2- (1-fcfP U >?X)l/^ 9S> W -6-^r / U XJl/] X 3 
20 ?>75 H 



HWJ 7 co i ra#fc N-[2-(i-tf p u s^rjioWWHMpy U x;w r-fe h 




N 
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'H-NMR (DMS0-d 6 ) <5 : 1.73 (4H, m), 2.39 (3H, s), 2.50 (4H, m), 3.86 (2H, 
s), 7.36 (2H, d, J = 8.1 Hz), 7.59 (1H, d, J = 8. 4 Hz), 8.01 (2H, m), 
8.13 (3H, m), 8.29 (1H, d, J = 8.4 Hz), 8.42 (1H, dd, J = 8.4, 2.2 Hz), 
8.51 (1H, d, J = 2.0 Hz), 9.22 (1H, d, J = 2.2 Hz), 10.73(1H, s). 
6 FAB(pos) : 423.2CM+H] 4 

m& : 207-209"C (JiglMb #tt : H&X^)!/- V 7 P £JPX~r;W) 

4' a n -N- [2- [ [4- (4-7)1* P ^ > y M )V> -1- t?^ U V~)V\ * =?)V\ - 

. — ^?\^F 




10 cr 

8 T?n*>ntcL 4' -27 P P-N- [2- it? P P -6-3r/ U - 

;W [1. l'-lf7a:-Jl/]-4-*;P^^S FSJBVvr, %ffitt2 3 tITOOSMts 

'H-NMR (DMS0-d 6 ) <5 : 1.76 (4H, m), 2.28 (2H, m), 2.89 (2H, m), 3.40 (1H, 
15 m), 3. 79 (2H, s), 7.37 (2H, m), 7.62 (3H, m), 7.83 (2H, d, J = 8.4 Hz), 
7.90 (2H, d, J = 8.4 Hz), 8.03-8.14 (6H, m), 8.31 (1H, d, J = 8.6 Hz), 
8.55 (1H, s), 10.63 (1H, s). 
FAB(pos) : 578[M+H] + 
HJS094 8 

20 4' P P -N- C2- [ [4- (4-^7 P P ^ > % /-f )V) -1-tf^'J V~M * "6- 

*rj U-JWCi,r-H7x-;W-4-*;i/^iJ-$ F 
Y 

H 6 

n 

c 

8 T# & tlfe 4" □ P-N- [2- P P * 3=JW -6-^r J U X 
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'H-NMR (DMSO-de) 5 : 1.77 (4H, m), 2.28 (2H, m), 2.90 (2H, m), 3.45 (1H, 
m), 3.79 (2H, s), 7.62 (5H, n), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, 
J = 8.4 Hz), 8.03 (4H, m), 8.14 (2H, d, J = 8.2 Hz), 8.31 (1H, d, J = 
5 8.4 Hz), 8.54 (1H, s), 10.63 (1H, s). 
FAB(pos) : 594 [M+H]* 
H»J4 9 

4' n d-n- [2- [ u u j ) ;* -6-* j u n , 1 ' - 1? y x 




8 t# e> n£ 4' p d-n- [2- p d j* ?;i/) -6-^ yjr 

M [l. l'-lf 7xn;W-4-*;^^-»j-5 FSfflwr, §£»J2 3 tpanScDjftfls 

'H-NMR (DMS0-d 6 ) (5 : 3.17 (3H, s), 4.80 (2H, s), 6.62 (1H, m), 6.76 (2H, 
15 d, J = 8.0 Hz), 7.15 (2H, m), 8.30 (1H, d, J = 8. 8 Hz), 7.59 (2H, d, J 
= 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 7.96 (2H, 
m), 8.13 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.6 Hz), 8.55 (1H, s), 
10.63 (1H, s). 
FAB(pos) : 478[M+H] + 

20 mmm 5 0 

- 4' P P -N- [2- [ [3- (4-7 )V* P ^ > \AT )V) -1- tr^ U V~)V\ * - 

6-* j y n;w [1 , 1 • - tf y x ~M 5 f 
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0#09 8 T# S nfe 4' -V U D-N- [2- P D * ^)V) J U - 

'H-NMR (DMSO-d 6 ) (5 : 1.39 (1H, s), 1.73 (3H, m), 2.23 (2H, m), 2.91 (2H, 

5 m), 3.63 (1H, m), 3.78 (2H, s), 7.31 (2H, m), 7.58 (3H, m), 7.86 (4H, 
m), 8.01 (4H, m), 8.13 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8. 2 Hz), 
8.54 OH, s), 10.61 (1H, s). 
FAB(pos) : 578[M+H] + 
!H»J5 1 

10 4' -i? D D-N-[2-[(4-7i^-l-tf^'J 7 U- 

M [i, i" -tf7xn;H-4-^;P^u-^ H 




8 T# £> nfc 4'^DD-N- 12- D D * 3^) -6-^r 7 0- 

;w [i, i'-t?7ji-;w-4-*;i/^iJ-^ H^fflv^T, mm 2 3 t ramose 

'H-NMR (DMS0-d 6 ) a : 1.74 (4H, m), 2.20 (2H, m), 2.52 (1H, m), 2.97 (2H, 
m), 3.79 (2H, s), 7.27 (5H, m), 7.58 (2H, d, J = 8.4 Hz), 7.69 (1H, d, 
J = 8.4 Hz), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.00 
(2H, m), 8.14 (2H, d, J = 8.8 Hz), 8.31 (1H, d, J = 8.4 Hz), 8.54 (1H, 
20 d, J =-1.8 Hz), 10.62 (1H, s). 
FAB(pos) : 532 [M+H]* 

^mm 5 2 

1- (4-^7 D O 7i^JW -N- [2- (1- tT D U -6-* J U —M -4- 
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15 




O ^'V^N' 



H»J 7 <D 1 ) Tffcfc N- [2- (1-tfn'J 5^x;M -6-* J U h 
T^Kfcffl^T, H»J6©2) t^cD^^ffadt^^O, 

5 'H-NMR (DMS0-d 6 ) (5 : 1.73 (4H. m), 1.89 (4H, m), 2.50 (5H, m), 2.75 (2H, 
m), 3.76 (2H, m), 3.83 (2H, s), 6.99 (2H, d, J = 9.0 Hz), 7.24 (2H, d, 
J = 9.0 Hz), 7. 55 (1H, d, J = 8.8 Hz), 7.77 (1H, dd, J = 8.8, 2.2 Hz), 
7.90 (1H, d, J = 8.8 Hz), 8.21 (1H, d, J = 8.8 Hz), 8.38 (1H, d, J = 2. 2 
Hz), 10.26 (1H, s). 
10 FAB(pos) : 449[M+H] + 

MA : 204-206<C (iig HfcME : mMX.?- )V- SM V ?U t?;i/X~ tM 
mMM5 3 

N-[2-[(2-^>>^-4, 5-^fc HD.-lH~f 5 )V) t^MS-* 

j ijx;i/3-4*-^Dn[i,i'-h*7xx;|/3-4-A;^^1t5 H 

X) 




CI' 

###J 8 6 nfc 4' P D -N- [2- a D * 9^1/) -6-^ ;u- 
;W[i,i'-if7xx;i/]-4-*;i/^^+i-s K£fflwr, «0>J2 3 tmmvmft 

'H-NMR (DMS0-d 6 ) 6 : 3.22 (2H, m), 3.60 (2H, m), 3.75 (2H, s), 4.51 (2H, 
20 s), 7.17-7..33 (6H, m), 7.57 (2H, d, J = 8. 4 Hz), 7.82 (2H, d, J = 8. 4 
Hz), 7.88 (2H, d, J = 8.4 Hz), 7.99 (2H, m), 8.12 (2H, d, J = 8. 4 Hz), 
8.25 (1H, d, J = 9.0 Hz), 8.53 (1H, s), 10.62 (1H, s). 
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FAB(pos) : 531[M+HJ + 




'H-NMR (CDCI3) a : 1.38-1.70 (6H, m), 2.24 (3H, s), 2.38-2.53 (4H, m), 
10 3.76 (2H, s), 7.52 (1H, dd, J = 2. 6, 9.2 Hz), 7.63 (1H, d, J = 8, 4 Hz), 

7.67 (1H, br), 7.99 (1H, d, J = 9.2 Hz), 8.07 (1H, d, J = 8. 4 Hz), 8.31 

(1H, d, J = 2. 6 Hz). 

Ttmfrffim C I7 H 2 |N,0-0.25H,0£bT , 
ffl-JMt:C, 70. 93: H, 7.53; N, 14.60. 
15 £|MK:C, 71.06; H, 7.37; N, 14.62. 

M& : 182-184'C : Wm^)U-n-^\^» 

2 ) MIE 1 ) T#fc N-[2-(l-tf^>J S^WpWWHMy 'J ~;W Tiz h 

75 K (4.5g, UmoDhmmm (70 ml) £r 110*01? 1 P#M8l#L;fc:. « 

20 ati/fc. t&mm&$m&&fc'<?vt&is> a&jcaaw-h n& 

> (3.4g) »fetUT#fc. 

'H-NMR (CDClj) 5 : 1.37-1.68 (6H, m), 2.39-2. 55 (4H, m), 3.72 (2H, s), 
25 3. 91 (2H, br), 6.89 OH, d, I = 2.6 Hz), 7.12 (1H, dd, J = 2.6 and 8.8 
Hz), 7.51 OH, d, J = 8.4 Hz), 7.86 (1H, d, J = 8.4 Hz), 7.87 (1H, d, 
J = 8. 8 Hz) . 
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3) frlB2)7?#fe 6-75/-2-o-tr^u^;M5 L ;W^y u> (250 

mg, 1 mmolK lf7xtM^>H (220 mg, l.lmmol) ti^^JVT^ / 
tf'J> ? > (150 mg, 1.2 inmol)£N,N-^pWP*;i/A75 h*(8 ml)fc*#U 
3fc#T, WSC (230 mg, 1.2mmol) SriP^., 1 8 ^l^bfc. £ 

ttSSU gj&^^ll'fcU &m<k&W (335 mg) £1^ 1 86-1 88t;<Z>$ifi$f 

10 'H-NMR (CDC1 3 ) 6 : 1.38-1.76 (6H, m), 2.43-2.56 (4H, m), 3.78 (2H, s), 
7.38-7.56 (3H, m), 7.59-7.81 (6H, m), 7.96-8.18 (5H, m), 8.49 (1H, d, 
J = 2.2 Hz). 

Ttm^mm. c m h 27 n,o • o. 5h 2 o l ut 

9tWM:C, 78.11; H, 6.56; N, 9.76. 
15 ^#:C, 78.48; H, 6.31; N, 10.00. 

mmm 55. 

4' [2- (1- If ^ U 5*=JM J-M -6-^r / U ~M [1 , 1 ' - 1*7 a:- 

;H-4-*;u^^i7-5 H 




20 mmM5 4 0 2)^mfc6-T=i;-2-(\-\d'<sVi?-)V* ; 7-)V)*St)>*m 
V>T, ^l»J54©3) i:|WI^0^<l:fT , 5Il<t^ c }:D> i&m{k&®}*%k& 

'H-NMR (CDC1 3 ) d : 1.38-1.70 (6H, m), 2.39-2.56 (7H, m), 3.79 (2H, s), 
7.30 (2H, d, J = 7.6 Hz), 7:56 (2H, d, J = 7. 6 Hz), 7.63-7.78 (4H, m), 
25 7.95-8.07 (5H, m), 8.49 (1H, d, J = 1.8 Hz). 
TzmfttiiM C J9 H 29 N 3 0 - 0 . 25H s O£bT 



WO 01/82925 



137 



PCT/JPO 1/03614 



ff-^M : C, 79. 15; H, 6.76; N.9.55. 
: C, 79. 38; H, 6.88; N, 9.73. 
MA: 198-200'C : l»XWW 

mtm 5. 6 

4- _ ^ h ^ ^_ N _ [ 2 - (l- fcf^ U 5*x;M 5V W 1 6-^t 7 U [1 , V - tf 7 x 




5 4 <D 2 ) 6-7 ^ J -2- (1- 1!^ ij *?-J\,*?-M ^U>$ffl 

10 

'H-NMR (CDC1 S ) 6 : 1.38-1. 85 (6H, m), 2.41-2.56 (4H, m), 3.78 (2H, s), 
3.88 (3H, s), 7.02 (2H, d, J = 8. 8 Hz), 7.54-7.66 (6H, m), 7.93-8.20 (5H, 
m), 8.49 (1H, d, J = 2.2 Hz). 
Ttmftffim C Jfl H 29 Nj0 2 * 0. 25H 2 0 t LT 
15 th^ffirC 76.38; H, 6.52; N, 9.21. 
MM : C, 76.21; H, 6.38; N, 9.32. 
MM.: 192-194*0 m&itmM. : ffilX^W 
5 7 

6- (4-# D n 7 i^JW -N- [2- (1- tf ^ U smjV' jWW -JW - □ 
20 ^>7i= h* 




4fl52)1?ftfc6-75/-2-(l-^ l J^X^5 1 ;W*; 1) >£ffl 
UT, HJfi0iJ5 4©3) tn«©»f^ftff3dtfcJ;D, «SMb-&«**Rfe 
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'H-NMR- (CDC],) 6 : 1.38-1. 80 (6H, m), 2.38-2. 58 (4H, m), 3.78 (2H, s), 
7.48 (2H, d, J = 8.4 Hz), 7.62-7.75 (2H, m), 7.84 (1H, d, J = 8.0 Hz), 



(1H, d, J = 2.2 Hz), 9.20 (1H, d, J = 1.4 Hz). 
5 7tM fttitU C„H„C1N 4 0 • 0. 5H,0 LLX 

ffl-JMtrC, 69. 59; H, 5.62; N, 12.02. 
H&ffi:C, 69.33; H, 5.52; N, 12.08. 
Rfcjft: 215-218'C (ftffi) («Sft<b»fit : WKx^W 
^MM 5 8 

10 6-(4-^^7i-;W-N-[2-(l-^^U> J -JM5 1 JW-6-^7 



15 t&5fe£LT*fcfc. 

l H-NMR (CDC1 S ) 6 : 1.38-1.80 (6H, m), 2.40-2. 56 (7H, m), 3.79 (2H, s), 
7.33 (2H, d, J = 8.4 Hz), 7.63-7. 74 (2H, m), 7.86 (1H, d, J = 8.0 Hz), 
7.93-8.19 (5H, m), 8.29 (1H, dd, J = 2.2, 8.4 Hz), 8.46 (1H, d, J = 2. 2 
Hz), 9.19 (1H, d, J = 2. 2 Hz). 

20 MA: 206-207*0 (ftffi) : ff»I^W 

FAB(pos) : 437DI+HT 

mmm 5 9 

6- (4- 7 )V * u 7 x -N- [2- a - tr ^ u * 5 1 ; w -6-* / y ~; w n 

3f>7S F 



7.96-8.18 (4H, m), 8.24 (1H, br), 8.31 (1H, dd, J = 2. 2, 8.4 Hz), 8.45 
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N 



F' 



n»j 5402) t#£ 6-7 s j -2- 0- u ^nju^ww u > * jb 

5 'H-NMR (CDClj) 6 : 1.38-1.74 (6H, m), 2.42-2.56 (4H, m), 3.78 (2H, s), 
7.20 (2H, dd, J = 8.4 and 8.8 Hz),. 7.63-7.76 (2H, m), 7.84 (1H, d, J = 
8.0 Hz), 8.02-8.18 (5H, m), 8.31 OH, dd, J = 2.2, 8.4 Hz), 8.46 (1H, 
d, J = 2. 2 Hz), 9.19 (1H,. d, J = 1.8 Hz). 
7G^##rffi C„H 25 FN<0 '• 0. 25H 2 0 t VX 
10 ffl-JMrC, 72.87; H, 5.78; N, 12.59. 
|ii:C, 72.91; H, 5.45; N, 12.75. 
MA: 209-2 10*C (ftffi • : IHUxfJW 

^mm 6 o 

6-(4-^ h*->7i-^)-«-[2-(i-i;^y ^w^-e-t/ u~;w~ 

15 n^>75 H 



H»J 5 4<D2)xmtc 6-75y-2-(l-tf^U >*rL;ioWI/)3r/ U >£ffl 
V*T> H»J5 4<z>3) tn*o«M^*ff'5i:tft:«fcD» 3Bifl2'&«f**lfi 

20 'H-NMR (CDC1 3 ) 5 : 1.38-1.71 (6H, m), 2.43-2.56 (4H, m), 3.80 (2H, s), 
3.90 (3H, s), 7.04 (2H, d, J = 9.0 Hz), 7.64-7. 73 (2H, m), 7.83 (1H, d, 
J = 8. 4 Hz), 8.00-8.18 (5H, m), 8.28 (1H,' dd, J = 2. 6, 8. 4 Hz), 8.46 (1H, 
d, J = 2. 6 Hz), 9. 17 (1H, d, J = 1.8 Hz). 
TtmttVrm C 28 H tt N 4 0 2 • 0. 25H 2 0 t L-T 
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fHWI:C, 73.58; H, 6.28; N, 12.26. 
mt:C, 73.56; H, 6.16; N, J2.24. 



m&: 210-21 it: um), (m&imm'i mm^jv) 

5 4" ^;i/-N- [2- a - tr p u ?-)V) -6-^r y u n;w [i.i'-Di- 



mmm 7 <d i N-[2-(i-tf p u v~)v*^)V)-t-*; u^wx-fe h 

10 LT^fc., 

'H-NMR (DMS0-d 6 ) 6 1.73 (4H, m), 2.37 (3H, s), 2.50 (4H, m), 3.85 (2H, 
s), 7.33 (2H, d, J = 8. 1 Hz), 7.58 (1H, d, J = 8.4 Hz), 7.68 (2H, d, J 
= 8.1 Hz), 7.85 (2H, d, J = 8.4 Hz), 7.95 (1H, d, J = 9.0 Hz), 8.04 (1H, 
dd, J = 2. 4, 9.0 Hz), 8. 10 (2H, d, J = 8. 4 Hz), 8.27 (1H, d, J = 8.4 Hz), 

15 8.52 (1H, d, J = 2.4 Hz). 
FAB(pos) 422. 3 (Ml* 

192-193'C «£H«& : ffKx^V-^ V^P fc:;PX~5^) 
MffiM6 2 

4' h^>-N-[2-(l-tf P U &-)V*?-)V)-6-*S U=;W [l,I'-lf7i 

20 -JKM-^i^-y-s H 



&6&ey 7 © i)« N-[2-(i-kfP u >?-;i/^^;i/)-6-^y u ~;W T-fe h 



Me 
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'H-NMR (DMS0-d 8 ) 6 1.73 (4H, m), 2.50 (4H, m), 3.83 (3H, s), 3.85 (2H, 
s), 7.08 (2H, d, J = 8.7 Hz)| 7.58 (1H, d, J = 8.4 Hz), 7.74 (2H, d, J 
= 8.7 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.95 (1H, d, J = 9.0 Hz), 8.03 (1H, 
dd, J = 2.1, 9.0 Hz), 8.09 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 
5 8.52 (1H, d, J = 2.1 Hz). 
FAB(pos) 438. 3[M+H] + 

M& : 197-19913 (£rj|ttjg*K : ffKlf^-^-f Vfu \d)V^-^)V) 

mmm 6 3 

4- <4-# D D 7i^JW -N- [2- (1-k^ U z?~)V* ^)V) -6-4- J U ~M -1- 
10 kWjS^^M^S'T'S H 



#l»J 5 4 © 2 ) 6-t 5 y -2- (i-kf^ u 5?x;m g^;i/) *y u >&m 

15 'H-NMR (CDC1 3 ) 5 : 1.37-2.02 (10H, m), 2.38-2. 54 (4H, m), 2.63-2.84 (1H, 
m), 2.94-3.14 (2H, m), 3.76 (2H, s), 4.20-4. 36 (2H, m), 6.65 (1H, br), 
7.15 (2H, d, J = .8.4 Hz), 7.30 (2H, d, J = 8. 4 Hz), 7.49 (1H, dd, J = 
2.2 and 9.2 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.93-8.10 (3H, m). 
TZmftffiM. C„H„C1N 4 0 • 1.5H,0 tUT 

20 tHM : C, 66.18; H, 6.99; N, 11.43. 

: C 66. 32; H, 6.75; N, 11.74. 
MA: 214-217 TC (dec.) (jBftftlWIE : iffllX^^^X^PX-^W 

mmm 6 4 

4-(4-^5 i ;V7x-;i/)-N-C2-(i-tf^u> ? -;i/y9 1 ;i/)-6-^y Ux>W-i- 
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5 'H-NMR (CDCI 3 ) 6 : 1.40-2.02 (10H, m), 2.34 (3H, s), 2.47-2.83 (5H, m), 
2.95-3.15 (2H, m), 3.82 (2H, s), 4.20-4.36 (2H, m), 6.70 (1H, br), 7.14 
(4H, br), 7.53 (1H, dd, J = 2. 2 and 8.8 Hz), 7.64 (1H, d, J = 8.4 Hz), 
7.93-8.10 (3H, m). 
Ttmfrtitm C 28 H S4 N 4 0- H 2 0 tbT 
10 ff-JMtrC, 73.01; H, 7.88; N, 12.16. 
^ffi:C, 72. 68; H, 7.57; N, 12. 20. 
MM> : 204-205 V (dec. ) (£S«I : SiIfJh^lf)H-f^) 

mum 6 5 

4-(4-^;^P7a:^;i/)-N-[2-(i-tf^u> ? -;^^;P)-6-4 1 / u~;i/|- 

15 l-tf^Uv 5 >^;U^'>T5 K 




$ffim 5 4 © 2)Tr#fc 6-75 7-2-d-^'J U >£ffl 

20 'H-NMR (CDCI3) <5 : 1.36-2.02 (10H, m), 2. 37-2.55 (4H, m), 2. 63-2. 85 (1H, 
m), 2.94-3.14 (2H, m), 3.76 (2H, s), 4.10-4.36 (2H, m), 6.66 (1H, br), 
7.01 (2H, dd, J = 8.4 and 8.8 Hz), 7.11-7.24 (2H, m), 7.50 (1H, dd, J 
= 2.2 and 8.8 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.92-8.10 (3H, m). 
Ttmftffim C„H 31 FN 4 0 • 0. 5H,0 £ LT 
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fMMI : C, 71. 18; H, 7.08; N, 12.30. 

Ill : C, 71. 13; H, 6.94; N, 12.52. 
jlft£: 203-204 "C (dec.) : SKlf^^If^X-rJW 

»J6 6 

5 4-(4-* h^i/^x-;p)-N-[2-(i-tf^U^n;i/^^;i/)-6-+/Ur:;|/]- 



mmm 5402) 6-7 5 j -2- (1- tf ^ u =*v u > £ 

10 UT#feo 

'H-NMR (CDC1 3 ) 5 : 1. 37-2.02 (10H, m), 2.42-2. 57 (4H, m), 2.60-2.80 (1H, 
m), 2.94-3.14 (2H, m), 3.78 (2H, s), 3.80 (3H, s), 4.19-4.36 (2H, m), 
6.66 (1H, br), 6.87 (2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8.4 Hz), 7.50 
OH, dd, J = 2.6 and 9.2 Hz), 7.61 (1H, d, J = 8.4 Hz), 7.93-8.10 (3H, 



Rft£: 197-198 X: (dec.) : 98lf;hi?I?;H-f^ 

mmm 6 7 

%>-7)V3r p-n- [2- (1 - u ?;i/) -e-* / u ~M [1, 1 »- if 7 x- 



#di0»J 5 4 <7) 2 ) 6-7 5 7 -2-(l-h!^ U 5\>W U >£J=B 

'H-NMR (CDCI3) 6 : 1.40-1.77 (6H, m), 2.47-2.65 (4H, m), 3.86 (2H, s), 




15 



m). 



20 
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7.12-7.54 <4H, m), 7.63-7.78 (4H, m),. 7.96-8.22 (5H, n). 8.48 (1H, d, 
J = 2. 6 Hz) . 

163-164 «C (ISftflS»«t : IWX^;W 

mmm 6 8 

5 2% 4'-v?7;i/^-D-N-[2-(i-tf s?x;m^;w~6-*/ u [l. r-tf 




F 

10 »*tLTifc. 

'H-NMR (CDClj) 5 : 1.40-1.78 (6H, m), 2. 50-2.67 (4H, m), 3.87 (2H, s), 
6. 89-7.08 (2H, m), 7.38-7.54 (1H, m), 7.59-7.80 (4H, m), 7.96-8.23 (5H, 
m), 8.47 (1H, br). 
Tt^fttiim C, 8 H l6 F 2 N s 0 • 0. 5H 2 0 tUT 
15 fttfttt : C, 72.09; H, 5.62; N, 9.01. 

&§tii:C, 71.79; H, 5.59; N, 8.75.. 

181-182 V. (iift)CFtt:inx^) 
3S38f96 9 

6- (2, 4-5? D 7 x -J W -N- [2- (1 - tf ^ U ;M -6-* ^ U — 
20 >]-3f>75 H 

,xxro 




F 
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'H-NMR (CDCI3) 6 : 1.41-1.77 (6H, m), 2.47-2.68 (4H, m), 3.86 (2H, s), 
6.88-7.13 (2H, m), 7.73 (2H, d, J = 8. 4 Hz), 7.90-8.00 (1H, m), 8.02-8.25 
(4H, m), 8.32 (1H, dd, J = 2. 2 and 8.4 Hz), 8.46 (1H, d, J = 1.8 Hz), 
9. 24 (1H, d, J = 1.8 Hz). 
5 TcMfttittiH C„H M F,N<0 • 0. 5H 2 0 t l/T 

th^lrC, 69.37; H, 5.39; N, 11.98. 

H®H1:C, 69.14; H, 5.21; N, 12.04. 
U^: 182-183 -C (m&<mi& : ffUX^W 

mrnm 70 

10 2', A'-i?Z P 0-N-[2-(l-fcWJ S>— u~;w 11, 



Me 




##M 1 3 Tftffc N- [2- [(2, 2, 6, 6-^ h ^ * tf^ U j* ^ 

15 SCltfccfctK Mfc^to&&fiffr*iLT#&. 

'H-NMR (CDClj) 6 : 1.40-1. 76 (6H, m), 2. 48-2. 63 (4H, m), 3.84 (2H, s), 
7.22-7.40 (2H, m), 7.52-7. 78 (5H, m), 7.96-8.19 (5H, a), 8.47 (1H, d, 
J = 2.2 Hz). 

TtMfttirm C 28 H 25 C 1 2 N 3 0 • 0 . 5H 2 0 h L/T 
20 MffirC, 67.34; H, 5.25; N, 8.41. 
£§MI:C. 67.46; H, 5.20; N, 8.47. 
HA: 210-212 "C (dec.) (^iW:ftX^) 
7 1 

P -N-T2- [ (2, 2, 6, 6-5r h 9 * - hf ^ U ;* =f-)V\ -6- 

25 U-;W [1, i'-tf7xn;i/]-4-*;i/^^'>75 H 
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1 3 N- [2- C (2, 2, 6, 6-T" h 7 * 3SM/-1- tf ^ U V ~)V) * J- 

6 'H-NMR (CDC1 3 ) 6 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.17 (2H, 
t, J =8..8Hz), 7.56-7.76 (5H, m), 7.96-8.17 (6H, m), 8.46 (1H, d, J = 
2. 6 Hz) . 

Hl^: 229-231 X, (dec.) (i^l : »StXf ;V) 
HJS^J 7 2 

10 6- (4-£ n n [2- [(2, 2, 6, 6-7 1 h 7 jWP-i-fcWJ >?n;W ^ 



Me 




###1 1 3 Tf/c-N- [2- [(2,2, 6, h 9 ;* fcf^ U ^ 5 s - 

;l/ ]_ 6 _^y iJ-;W7tb75 h*£JB^T, ^l»J6©2) £H#©&f££fT 
15 "5ili:fc«fcD, Mfc^*&&Sf&*i:UT»&. 

'H-NMR (CDC1 S ) «5 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.49 (2H, 
d, J = 8. 8 Hz), 7.64-7.74 (1H, m), 7.81-7.90 (1H, m), 7.96-8.18 (6H, m), 
8.27-8.38 (1H, m), 8.44 (1H, d, J = 2. 2 Hz), 9.20 (1H, d, J = 1.8 Hz). 
7C*#*ftt C 31 H S3 C1N 4 0 • H 2 0 <h UT 
20 fr#M:C, 70.11; H. 6.64; N, 10.55. 
ft0Mt:C, 70.16; H, 6.59; N, 10.62. 
: 258-259 X (fgHkimU : ffllX^I/) 
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mmm 7 3 

6-(4-^^;l/7o:r:;W-N-[2-[(2, 2, 6, 6-r h ^3^-1-tf^U >*~;W * 



Me 




5 ##091 3T?#feN-[2-[(2,2,6,6-5 : -h^^5 1 ;i'-l-tf^U y-;W^f 

'H-NMR (CDClj) 6 : 1.05 (12H, s), 1.60 (6H, br), 2.44 (3H, s), 4.10 (2H, 
s), V.33 (2H, d, J = 8.2 Hz), 7.63-7.74 (1H, m), 7.87 (1H, d, J = 8. 4 
10 Hz), 7.94-8.16 (6H, m), 8.25-8.35 (1H, m), 8.44 (1H, d, J = 2.6 Hz), 9.19 
(1H, d, J = 1.8 Hz). 
Ttmtttitm C 3i H 36 N 4 0 • H 2 0 £ bT 

§HWft:C, 75.26; H, 7.50; N, 10.97. 
$UMft:C, 74.98; H, 7.44; N, 11.07. 
15 Mjft : 246-247 "C (&|fcfc#4g : RtXfjV) 

mmm 1 4 

4- (4-^ DD7 -N- [2- C (2, 2, 6, 6-f h5/ f-JV-l- tf < U >?~;i/) ^ 

^;W-6-^y U-;i/]-i-tf^u> ? >*Ji/^v'Ta H 



Me 




20 ##0!)1 3-r#fcN-[2-[(2,2,6,6-^h^^^;P-l-tf<U^-;W^^ 

;W-6-^/ Un;WT-fehT5 K£ffl^T, »J5 4©2) &«fctfH»j3 
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'H-NMR (CDCI3) 6 : 1.03 (12H, s), 1.46-2.01 (10H, m), 2.63-2.84 (1H, m), 
2.95-3.15 (2H, m), 4.07 (2H, s), 4. 20-4.37 (2H. m), 6.62 (1H, br), 7.15 
(2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.49 (1H, dd, J = 2.6 and 
8.8 Hz), 7.81-8. 11 (4H, m). • 
5 FABCpos): 519 [MH] 4 

Tum^-mm c 31 h 39 cin 4 o • o. sh 3 o t vr 

frJHB:C. ,70.50; H, 7.63; N, 10.61. 
mmm. : C, 70.88; H, 7.79; N, 11.14. 

: 203-204 <C iHX^W^X^PX-f^) 
10 MMM 7 5 

4- (4-* :n ~M -N- [2- [(2,2, 6, 6-rh7^ 5VP-1- fc^ U V-M * 

Me 

Me 




Me' 

###| 1 3 -e#fc N-[2-[(2, 2, 6, 6-7- b ^pWW-fc^U S J^)V) 

'H-NMR (CDCI3) 6 : 1.04 (12H, s), 1.50-2.02 (10H, m), 2.34 (3H,' s), 
2.63-2.84 (1H, m), 2.94-3.13 (2H, m), 4.07 (2H, s), 4.20-4.34 (2H, m), 
6.59 (1H, br), 7.14 (4H, s), 7.48 (1H, dd, I = 2. 2 and 9. 2 Hz) , 7. 86-8. 09 
20 (4H, m). 

7Cfft##f<ii: C 33 H„N 4 0 • 0. 5Hj0 t l/T 
sYWi§. : C, 75.70; H, 8.54; N, 11.04. 
£§MI : C, 75.57; H, 8.30; N, 11. 16. 
MA : 200-202 x: (%aM>fcmm : BWx^u-^x^x— r;W 
25 HJStfiJ 7 6 

N-[2-[(2, 2, 6, 6-x h 9 jwwi-twj s?x;w ;*^;u]-6-*> u - 
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;W [l. v-vy3L=.M-i-*)Vtf*i/7S. F 



Me 




1 3 T?»jfc N- [2- [ (2, 2, 6i 6-^ h 7 * 3^-1- t!^ U 5>~;W * ^ 

'H-NMR (CDClj) <5 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.40- 
7.56 (3H, m), 7.60-7.80 (6H, m), 7.96-8.16 (5H, m), 8.47 (1H, d, J = 2.4 
Hz). 

m& : 200-201 1: wm^M 

10 MMW 7 7 

4'-* [2- [ (2, 2, 6, 6-t- h 9 * tf^ u * -6-* 

/ U=;W [1. l'-lf7x-;l/]-4-*M+v'75 K 



Me 



Me 




&#M 1 3 N-[2-[(2, 2, 6, 6-^ h 9*3\JI>-l-kWJ ^ 

15 ;W-6-+yj-JW7th75 HSfflViT, H«J6<D2) iH*©»f^*ff 

'H-NMR (CDClj) 5 : 1.04 (12H, s), 1.59 (6H, br). 2.42 (3H, s), 4.09 (2H, 
s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, d, J = 8.2 Hz), 7.63-7.77 (4H, 
m), 7.95-8.16 (5H, m), 8.46 (1H, d, J = 2.6 Hz). 
20 Ttmftffim C S! H s AO • 0. 5H,0 £ UT 

fr^fitrC, 79.16; H, 7.65; N, 8.39. 

$11 : C, 79.21; H, 7.66; N, 8.41. 
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HUft : 242-243 "C (ft£Mti&& : ftl&X^W 
&*0!7 8 

4> _^ h ^.c / _ N _[2-[(2, 2, 6, 6-r h^^wi-twj 5?=;W 



Me 



MeO 




1 3 T?»ifc N- [2- [ (2, 2, 6, 6-t- h 7 * ?-)V-\-\f.^ U >*x;i/) ;* ^ 

•H-NMR (CDC 1 3 ) 6 : 1.04 (12H, s), 1.59 (6H, br), 3.88 (3H, s), 4.10 (2H, 
10 s), 7.02 (2H, d, J = 8. 8 Hz), 7.55-7.76 (5H, m), 7.94-8.16 (6H, m), 8.46 
(1H, d, J = 2. 6 Hz) . 

HA: 210-211 "C GISftfbfcifc : WKx^W 

4'-7;i/^-n-N-[2-[(5/X-2, 6-^^^-1-tf^U =?~)V) * -6-3V 

16 U xjW[i,i'-if 7 xx;W-4-# ^->75 H 



Me 




1 1 T?#fc n-[2-[(v-t.-2, e-sJ^JW-feWJ ^n;i/)^^;W-6- 

3V UXJW7-feh75 FSffiHT, H»J6<Z)2) tmm<Z>&tt&?t5ZL£ 

20 "H-NMR (CDC1 3 ) d : 1.05 (6H, d, J = 6. 2 Hz), 1.28-1.80 (6H, m), 2.51-2.73 
(2H, m). 4.04 (2H, s), 7.17 (2H, t, J = 8.8 Hz), 7.54-7.76 (5H, m), 7.86 
(1H, d, J = 8.4 Hz), 7.96-8.17 (5H, m), 8.46 OH, d, J = 2. 2 Hz). 
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Ttmfrmm. c 30 h 30 fn 3 o • o. 5H,o t vx 

W-Jfffl-: C, 75.60; H, 6.56; N. 8.82. 
Hi : C, 75. 72; H, 6.31; N, 8.72. 
WU& : 187-188 *C (HA^Wtt : WH^W 
5 S£»J 8 0 

N-[2-[^>x-2,6-^^^;^-l-tr^u^;^)^^;^]-6- : ^ i y u- . 

;W [1, i'-bf 7x=;W-4-*Jl/#*3/75 H 



Me 




i i n-[2-[(->x-2, e-s^jwwi-tr s^nju) ^^;i/]-6- 

Kit), &mfc&W&M'&®j££ 

'H-NMR (CDC1 3 ) 6 : 1.05 (6H, d, J = 6. 2 Hz), 1. 28-1. 77 (6H, m), 2.52-2.72 
(2H, m), 4.04 (2H, s), 7.40-7. 57 (3H, m), 7.60-7.80 (5H, m), 7.86 (1H, 
d, J = 8.4 Hz), 7.96-8.16 (5H, m), 8.47 (1H, d, J = 2.2 Hz). 
15 Tcmftffim C 30 H 31 N 3 0 • 0. 5H,0 £ VX 

sYM-U'.C, 78.57; H, 7.03; N, 9.16. 

£UMI:C, 78.36; H, 6.64; N, 9.12. 

h*^ : 180-181 *c a&Miimm : KSIX^W 
mmm s 1 

20 4'-^^;wn-[2-[(v7.-2, 6-5>*5MH-e«*y ^-;w>ww-6-*y u 
Ci, i'-tf 7x-;W-4-*M^'>75 H 



Me 



Me' 




1 1 n-[2-[(v-x-2, (j-^^wn-ifiy 3?=;w^^;w-6- 



WO 01/82925 



162 



PCT/JP01/03614 



=T/ ij-;W7th7S K£fflV>T> S£»J6©2) tra«R©J*f^*fr5 £ <h 

'H-NMR (CDC1,) 6 : 1.05 (6H, d, J = 6. 2 Hz), 1.28-1.80 (6H, m), 2.43 (3H, 
s), 2.52-2.'73 (2H, m), 4.0.4 (2H, s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, 
5 d, J = 8.2 Hz), 7.63-7.78 (3H, m), 7.85 (1H, d, J = 8.4 Hz), 7.94-8.17 
(5H, m), 8.46 (1H. d, J = 2.2 Hz). 
Ttmfttirffi. C 31 H3 3 N,0 • 0. 5H,0 t UT 
9mm :C, 78.78; H, 7.25; N, 8.89. 
•£OMI:C, 78.87; H, 7.08; N..8.82. 
10 Sl!^: 198-199 *C (dec.) (m&4k®M. : IHfcWW 
H»J8 2 

4'-* h^$^-N-[2-[(>'7.-2,6-> ? ^5 i ;Wl-lf^U 5>XJW * 9=-;W HH* / 
U— ;W [1, l'-t'7i-;W-4-*^+y75 h* 



MeO 




15 ##09 1 1 N-[2-[(~>7>-2, 6-$^^j|/-l-t£ ^)^?;W-6- 

*y Ux;WX-feh75 Ffcffl^T, £01609 6 ©2) fcR*©IWtsfcfr "5 

•H-NMR (CDClj) (5 : 1. 04 (6H, d> J = 6. 0 Hz), 1. 23-1. 85 (6H, m), 2. 50-2. 72 
(2H, m), 3.87 (3H, s), 4.03 (2H, s), 7.01 (2H, d, J = 8.8 Hz), 7.50- 
20 7.77 (5H, m), 7.85 (1H, d, J = 8.4 Hz), 7.90-8.20 (5H, m), 8.46 (1H, br). 
IbA: 194-196 *C (dec). (ISIMbfci* : »3&X5\>W 

mmm 8 3 

6- (4-^ D D7xZjW-N-[2-[(m 6-^pWWl-tWJ >>x;V) ^ 
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Me 




&mm 1 1 N-[2-[(yx-2, 6-^^^;u-i-tf^u $>-;w ^ -6- 

5 'H-NMR (CDClj) 6 : 1.04 (6H, d, J = 6. 2 Hz), 1.27-1.76 (6H, m), 2.51-2.76 
(2H, m), 4.03 (2H, s), 7.47 (2H, d, J = 8.4 Hz), 7. 70 (1H, dd, I = 2. 2 . 
and 8.8 Hz), 7.76-7. 92 (2H, m), 7.94-8.13 (4H, m), 8.23-8.36 (2H, m), 
8.42 (1H, d, J = 2.2 Hz), 9.19 (1H, d, J = 2.2 Hz). 
Ttmfttifm C 29 H 29 C1N 4 0- 0.5H 2 0 LVX 
10 thJMt:C. 70. 50; H, 6.12; N, 11.34. 
H^:C, 70.58; H, 6.06; N, 11.14. 
HUft : 217-219 *C (dec.) (B^imm : »»X3\>1/) 

6- (4-* ^JVy x -=.)V) -N- [2- [ (~>X-2, ;* ^;wi- t?^ U s?x;w ^ ^ 

15 ;w-6-^=y u=;W-3^>7s f 



Me 




#%0)J 1 1 TWc N-[2-[(S/X-2. e-v^^W-bf^U *^;w-6- 

20 'H-NMR (CDClj) 6 : 1.04 (6H, d, J = 6. 2 Hz), 1.28-1.80 (6H, m), 2.43 (3H, 
s), 2.51-2.72 (2H, m), 4.04 (2H, s), 7.32 (2H, d, J = 8.0 Hz), 7.69 (1H, 
dd, I = 2.2 and 8.8 Hz), 7.80-8.20 (7H, m), 8.28 (1H, dd, J = 2. 2 and 
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8.4 Hz), 8.43 (1H, d, J = 2.2 Hz), 9.18 (1H, d, J = 2.2 Hz). 
M& : 225-226 "C (dec.) (^Sftii : 9»Xf;W 

mmm 8 5 

4-(4-^U0 7x-Jl/)-N-[2-[(^X-2,6->?^^l'-l-tr^U> f ^;W^^ 

5 ;w-6-=^y u-;W-i-^'J^>ijM+'>75 H 



Me 




##0)J 1 1 N-[2-[(i>7,-2, 6->^5MWl-t?^ U S?=;W *^;H-6- 

10 'H-NMR (CDC1 3 ) <5 : 1. 04 (6H, d, J = 6. 2 Hz), 1. 23-2. 02 (10H, m), 2. 50-2. 83 
(3H, m), 2.94-3.15 (2H, m), 4.02 (2H, s), 4.20-4.37 (2H, m), 6.64 (1H, 
br), 7.15 (2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.50 (1H, dd, 
J = 2.2 and 8.8 Hz), 7.79 (1H, d, J = 8.8 Hz), 7.88-8.08 (3H, m). 
m&: 196-198 *C (dec.) <MM>4tmWi : im^S?iW-' r)V) 

i6 mmm s 6 

4- (4-* 7 x. ~)V) -N- [2- [ (->X-2, 6-^;* - fcT^ U v>-;V) ;* ^ 



Me 




###J 1 1 N-[2-[(->7>-2, 6-^*3\>l/-l-fcWJ 5>— ;W ;* 5=v>W -6- 

20 'Jn;H7th75 HSffiV>T, 3**«5 4©2)"43£t«*aW!l3 Btm 

'H-NMR (CDC1 S ) <5 : 1.04 (6H, d, J = 6. 0 Hz), 1.20-2.03 (10H, m), 2.33 
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10 



16 



20 



165 

(3H, s), 2.50-2.82 (3H, m), 2.90-3.15 (2H, m), 4.02 (2H, s), 4.17-4.39 
(2H, m), 6.70 (1H, br)v 7.13 (4H, br), 7.51 (1H, d, J = 8.8 Hz), 7.78 
(1H, d, J = 8.8 Hz), 7.95-8.15 (3H, m). 
Ttmftffim C S0 H 38 N,0 • H,0 £. LT 

fr^ffi:C, 73.74; H, 8.25; N, 11.47. 
HM:C, 74. 12; H, 8.05; N, 11.82. 

177-178 V (dec, (^^11 : Mx^'-^X^X-x^) 
8 7 

4- (1-7 D 7 xx;i/) -N- [2- [(^7.-2, 6-v>* ^;i/-i - tr^ U ^x;l/) ;* 

Me 




!1 1 1 -vnfc N-[2-[(->X-2, B-SJpWW-l-fcWJ tf-M-t- 

'H-NMR (CDC1 3 ) 6 : 1.04 (6H, d, J = 6. 2 Hz), 1.22-2.02 (10H, m), 2.50-2.82 
(3H, m), 2.94-3.14 (2H, m), 4.01 (2H, s), 4.10-4.36 (2H, in), 6.66 (1H, 
br), 7.01 (2H, dd, J = 8.4 and 8.8 Hz), 7.11-7.24 (2H, m), 7.50 (1H, dd, 
J = 2.2 and 8.8 Hz), 7.60 (1H; d, J = 8.4 Hz), 7.92-8.10 (3H, m). 
FAB(pos): 475 [MH] + 
8 8 

4- (4-* h^->)-N-[2-[('>X-2,6->?^^;P-l-tf^U^x;W^^;W-6- 
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Me 




mmm 1 1 n-[2-[(->x-2, 6-^^^;wi-t?^u $>n;w *5p;w-6- 

6 'H-NMR (CDC1 3 ) 6 : 1.04 (6H, d, J = 6.2Hz), 1.23-2.02 (10H, m), 2.50-2.83 
(3H, m), 2.94-3.14 (2H, m), 3.80 (3H, s) , 4.01 (2H, s), 4.19-4.36 (2H, 
ra). 6.66 (1H, br), 6.87 (2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8.4 Hz), 
7.50 (1H, dd, J = 2.6 and 9.2 Hz), 7.61 (1H, d, J =8.4 Hz), 7.93-8.10 
(3H, m). 
10 FAB(pos): 487 [MH] + 

m»j 8 9 

V , 4'->? 7 )V* U -N- [2- [ (^X-2, 6-$? * 3\>1/-1 - tf^ U 5>=;W * ?J W -6- 
U -;n [l, l'-K7i=;W-4-*;P#^73 h* 




15 &zm 1 1 n-[2-[('>^-2, 6-^^^;p-i-tr^u *3\>w-6- 

'H-NMR (CDC lj) «5 : 1.05 (6H, d, J = 6. 2 Hz), 1.28-1.83 (6H, m), 2.51-2.82 

(2H, m), 4.04 (2H, s), 6.88-7.08 (2H, m), 7.37-7.53 (1H, m), 7.60-7.74 

20 (3H, m), 7.86 (1H, d, J = 8.4 Hz), 7.95-8.18 (5H, m), 8.46 (1H, d, J = 
2.2 Hz). 

FAB(pos): 486 [MH] 4 
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mmm 90 

2\ 1>--S? U P-lh[2-[(^-2, 6-S?;Wl>-l-fcWJ 5?— ;w pww-6-^ 
/ [1. l'-lf7xz;W-4-^M^^75 F 



Me 




5 1 1 N-[2-[(->X-2, 6-v>;*3SN/-l-fcWJ $*=JW ;WW-6- 

iJ-;W7th75 F&ffi^.T, 5y&0»J6£>2) tR^O^^ff 5 21 £ 

'H-NMR (CDCI3) 6 : 1.04 (6H, d, J = 6.3Hz), 1.27-1.80 (6H, m), 2.52-2.70 
(2H, m), 4.03 (2H, s), 7. 23-7.40 (2H, m), 7.46-7.60 (3H, m), 7.68 (1H, 
10 dd, J = 2.1 and 9.0 Hz), 7.86 (1H, d, J = 8.4 Hz), 7.93-8.05 (3H, ra), 
8.09 (1H, d, J = 8.4 Hz), 8.16 (1H, br), 8.46 (1H, d, J = 2.4 Hz). 
m& : 162-164 "C (B^itmm : @£8tX5P;» 

mmm 9 1 

4 ,_/7 D p _ N _ [ 2 - [ (3?-f y^DWSy)^ 3^ W HMr / u W [1,1'- tf 
15 7xZ;W-4-*;^^v'75 H 




1 0 -cfcfc n-[2-[(v< v 7"o tf;ur 5/)^ 3MW-6-*/ u 

7-th75HSffl^T> H«J6©2) <tl?»2*£fE£fT5££l;:cfcO, * 

20 'H-NMR (CDC 1 j) (5 : 1.06- (12H, d, J = 6.6 Hz), 2.96-3.19 (2H, m), 3.94 
(2H, s), 7.45 (2H, d, J = 8.8 Hz), 7.56 (2H, d, J = 8. 8 Hz), 7.63-7.73 
(3H, m), 7.83 (1H, d, J = 8. 8 Hz), 7.94-8.19 (5H, m), 8.46 (1H, d, J = 
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2. 2 Hz). 

201-202 *C (dec.) (tirAfttttt : l»X^) 
H»J 9 2 

4' □ D-N-[2-[(i?x^75 ;) ^f;w-6-^; u-;wci,r-if7x 

5 ZJW-4-*;i/^+->75 h* 



#MN»J 1 2T#fc 2-(v>X3\>K75 J *=5-)V)-*-*c J U >£fflV>T, 

10 'H-NMR (CDC1 3 ) 6 : 1.09 (6H, t, J = 7. 2 Hz), 2.64 (4H, q, J = 7.2 Hz),. 
. 3.89 (2H, s), 7.45 (2H, d, J = 8. 4 Hz), 7.57 (2H, d, J = 8. 4 Hz), 7.62-7.78 
(4H, m), 7.94-8.19 (5H, m), 8.47 (1H, d, J = 2.2 Hz). 
MM : 196-198 X: (dec.) , <.m&<mi& : BWx^JP-^X^X-^W 
&ffitil 9 3 

16 N-[2-[(2-pWW4, 5-^t HO-1H-- r s^y— ;wi-i';v)^5 L ;w-6-^r/ 
Ux;W [1, l'-H7x-;W-4-*)^'>75 b* 



##^j7T#e>nfc2-(^DD^^;w-6-^y ux;kts> 2&6&!ft&/3 

20 ^ftSi*iLT#fc, 



7.34-7.56 (5H, m), 7.58-7.82 (3H, m), 7.91-8.26 (5H, m), 8.61 (1H, d, 
J = 2.2 Hz), 10.40 (1H, br). 




Me 




'H-NMR (DMSO-de) <5 : 2.20 (3H, s), 3.36-3.96 (4H, m), 4.70 (2H, s), 
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FAB(pos): 421 [MH] 4 

gjU&: 212-220 *C (dec.) (8§fMti§& : »»XfJW 
. 9 4 

N- [2- [ (2- 7 3i Zi;i/-4, 5->? h H P-lH-f a yv-jv-i —f ;w ^ -6-* 

5 y u=;W [i, i'-H7ai^;i/]-4-*;i/^^r'>75 H 



7 T?# 6 ftfc 2- d □ * J-)V) -6-* / V ~)V7 5 > 2 Al 



4.59 (2H, s), 7.30-7.80 (15H, m), 8.01 (2H, d, J = 8.0 Hz), 8.17 (1H, 
d, J = 8.4 Hz), 8.39 (1H, s), 8.55 (1H, d, J = 1.8 Hz). 
FAB(pos): 483 [MH]* 

m&: 212-216 *C (dec.) (^IM:»IIXfJW 

is mmm 9 5 

i'-7)VOr P-N- [2- [2-* ^;W4, 5-v 5 1 H D-1H— f S. #*J—)V-\-4 M * 
3=-;M-6-3r> U — ->W [1, l'-tf 7x-;i/]-4-*M+->75 H 



20 v^t, ##«ai8^j;^»j2 stmuvWLftzmfrftsztiz&r). mm 

'H-NMR (DMS0-d 6 ) 6 : 1 . 99 (3H, s), 3.3(2H, br m), 3. 5(2H, br m) , 4. 58 (2H, 




'H-NMR (CDC1 3 ) 6 : 3.54 (2H, t, J = 9. 8 Hz), 3.98 (2H, t, J = 9.8 Hz),. 
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s), 7. 3-7. 5 (3H, br m), 7.8-8. 1(9H, br m), 8.350H, br d), 8.56(1H, br 
s). 

MA: 240-242 *C (dec.) (S§iMfci§& : IfflfcX^W 

nmm 9 6 

5 . 4'-7;i/tO-N-[2-[2-7inJH ( 5-i?t Fn-lH--f 5 #\A-;tHh-f ;W 

xwi-B-*; ux;w [i, i'-t7i-;w-4-AM^>'75 h 

1^ 




7 s n/t 2- a a * ^jv> j u - )vr $.> 2 . 

v^t, ###J8:fc£tfll»J2 3tH«©»fPSIB5*cff5c:tfc«J;D,-*« 
10 {^^^tL-Tifc. 

'H-NMR (DMSO-d 6 )<5 :3.45(2H, t, J=10.0Hz), 3.82(2H, t, J=10.0Hz), 4.50 
(2H, s), 7. 31-7. 66 (8H, m), 7. 80-8. 15 (9H, m), 8. 35 (IH, d, J=8.8Hz), 
8.57(1H, d, J=2.2Hz).. 

Sfi/&: 209-210t; («FSfl3»i« : WKX^W 
16 ^Jfi^l 9 7 

N-[2-[2-^>>>;W4, 5-5? t: H D-1H-- T S^Z-JW-IH" ;W *^JWHMr 

y Ux;i/]-4'-7;i/^-a- [l, i'-t'7xrjW-4-*j^y75 t>* 




F 

7 t# nfe 2- d □ * -6-* / u -;ut ^ > 2 &&& & £ 

20 ^T, 8 *5<fctf£JK0d 2 3 tmU<DMft&M&fto H <hfc:£0, SEJH 

'H-NMR (DMS0-d 6 )(5 : 3.22(2H, t, J=9.8Hz), 3.60(2H, t, J=9.8Hz), 3.75(2H, 
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s), 4.52(2H, s), 7. 17-7. 40 (8H, m), 7. 80-8. 14 (9H, m), 8.25 0H, d, J=8.4Hz), 
8.540H, d, J=1.8Hz). 

IMjAC: 200-202'C (ttflWb«F«|E : l»X^) 
HiS^J 9 8 

h7>x-2-(4-i?no7i -N- [2- (l- tf p y -6-* / u . 



###1 9 mtfc 2-o-trp u ^~;m?mw-6-*/ u n^rs 

'H-NMR (CDC1 3 )<5 :1.82(4H, m), 2.62(4H, m), 3.10 (1H, m), 3.94(2H, s), 
4.27 (2H, t like), 4.46(2H, dd like), 5.57 0H, s), 7. 35-7. 62 (7H, m), 
. 8.06C2H, t, J=12.6Hz), 8. 29(1H, d, J=2.7Hz). 
16 HS!/& : 244-246'C • 

mmm 99 

4- (4-7 JV* U7x. -N- [6- (1- tf o 0 >>r:;i/* ^)V) -l-ir 7 =f-M -1- 



'H-NMR. (DMS0-d 6 ) 6: 1.57 (2H, m), 1.69 (4H, m), 1.80 (2H, m), 2.45 (4H, 
m), 2.77 (1H, m), 2.90 (2H, m), 3.68 (2H, s), 4.32 (2H, m),' 7.13 (2H, 
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m), 7.34 (2H, m), 7.38 (1H, m), 7.60 (1H, ra), 7.66-7.76 (3H, m), 8.00 
(1H, d, J = 2.1 Hz), 8.71 (1H, s). 
FAB(pos):: 432 [M+H] + 

m&: 209-211 t: (ig^b^:^x^;w^Wptr;Px-x;w 

s mmm 100 

4 _ (4 _ ^ h ^ >> y x -)V) -N- [6- (1 - tT □ U 5?~)V * ^)V) -2-j~ 7 J-)V\ -1- 



8T#fc 6-(l-tfD U3^;M 9^)^:7^ U>-2-7$>*fl3V> 

'H-NMR (CDC1 3 ) <5: 1.70-1.95 (8H, m), 2.55 (4H, m), 2.70 (1H, m), 3.02 
(2H, m), 3.74 (2H, s), 3.80 (3H, s), 4.26 (2H, m), 6.56 (1H, s), 6.87 
(2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8. 8 Hz), 7.38 (2H, m), 7.69-7.76 
15 (3H, m), 7.92 (1H, m). 
FAB(pos): 444 [M+H] + 

MM. : 1 94-1 96 r (te&imB. : MBX.^-^ V?U M )VJL— f)V) 

mmm 101 

4- (4-d7 DD7 i-JP) -N- [6- (1-KDiJ -2-^:7 -1- 1! 

20 ^U^>*MWH 



###| 1 8 6- (1- tf n U ^Mir7& V >-2-T 5 >£ffl tr> 
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'H-NMR (DMS0-d 6 ) <5 : 1.55 (2H, m), 1.68 (4H, m), 1.78 (2H, m), 2.43 (4H, 
m), 2.76 (1H, m), 2.88 (2H, m), 3.65 (2H, s), 4.30 (2H, m), 7.33 (5H, 
m), 7.57 (1H, m), 7.64-7.74 (3H, m), 7.98 (1H, d, J = 2.5 Hz), 8,69 (1H, 
s). 

5 FAB(pos) : 432 [M+H] + 

209-211 t: (B^mm : SHKx?S>l>-SM Vfu fcfJI/X— t)V) 

nnm 102. 
4-7 x -ji/-N- [6- (1 - tr a u s>x;m ^; w ? ^-m -1- if u >> 



15 m), 2.76 (1H, m), 2.91 (2H, m), 3.68 (2H, s), 4.32 (2H, m), 7.18-7.34 

(5H, m),-7.39 (1H, m), 7.60 (1H, m), 7. 69-7.76 (3H, m), 8.00 (1H, d, J 
= 1,8 Hz), 8.71 (1H, s). 
FAB(pos) : 41 4 [M+H] + 

193-195 TC (ttftfl5»«E : iWX^P-^-f V tT^X-^W 

20 10 3 

4-^ fji,7x-;H- C6- (1- K p U V-fr^M-i-j-yJ-M-x-^ U 




10 



'H-NMR (DMS0-d 6 ) 6: 1.60 (2H, m), 1.70 (4H, m), 1.82 (2H, m), 2.46 (4H, 




##0U 8T#fc 6-(l-lfPU$>x;t>*^;W±:7*l'>-2-7'S>&fflV* 
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s), 2.46 (4H, m), 2.71 (1H, m), 2.90 (2H, m), 3.68 (2H, s), 4.31 (2H, 

5 m), 7. 12 (4H, m), 7.39 (1H, m), 7.60 (1H, n), 7.66-7.76 (3H, m), 8.00 
(1H, d, J = 1.8 Hz), 8.70 (1H, s). 
FAB(pos) : 428 [M+H] + 

m& : 210-212 «c m&<mm •. wmx.9-jv-^ v?u hr;wx— tM 
$mm i o 4 

.0 6-(4-7MP7x ~)V) -N- [6- (1 - M ^ U ^)V) -2-± 7 X n 

?>75 H 



##09 1 5 T°ntc 6- (1- 1!^ U v>X ^-7 ^ U >-2-7 = > l> 

t, ^»J5 4©3) tpi«©a^*ff , 5itk:j;?), aw&&4b£&6t& 

15 *iUT#fc. 

'H-NMR (DMS0-d 6 ): 1.41 (2H, m), 1.51 (4H, m), 2.36 (4H, brs). 3.56 (2H, 
s), 7.38 (2H, dd, J=8. 3 and 8. 8Hz), 7.47 (1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.18 (1H, d, J=8.3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (1H, m), 10.64 (1H, brs). 

20 MM. : 218-219 <C m&it®1& : Ifflfcx^P-SM V 7*u t?;i/X-x;W) 
£%0J 10 5 

6- (4-* h * 5^ 7 xx;i/) -N- [6- (1- 1!^ U >>X * -2-:*- 7 ^; W X 3 



'H-NMR (DMSO-ds) <5 : 1.55 (2H, m), 1.70 (4H, m), 1.80 (2H, m), 2.26 (3H, 
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'H-NMR (DMS0-d 8 ): 1.40 (2H, m), 1.51 (4H, m), 2.37 (4H. brs), 3. 57 (2H, 
5 s), 3.84 (3H, s), 7.09 (2H, d, J=8.3Hz), 7.46 (1H, d, J=8. 1Hz), 7.73 (1H, 
s), 7.81 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.10 (1H, d, J=8. 1Hz), 8.17 (2H, 
d, J=8.3Hz), 8.39 (1H, d, J=8.3Hz), 8.43 (1H, s), 9.2 (1H, brs). 
m& : 263-264 "C ($?J|«®; : B^X^W-SM Vfu VJlJL-rM 

io6- 

io 6-(4-^aa7xzL;i/)-N-[6-(i-tf^U^X;i/^^;i/)-2-^-7^;Wx3^ 



15 *i:l/tffc, 

'H-NMR (DMS0-d 6 ): 1.41 (2H, m), 1.51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, J=8. 3 and 8.8Hz), 7.47 (1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.18 (1H, d, J=8.3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (1H, m), 10.64 (1H, brs). 

20 m& : 228-229 *C : WBfeX^WT-fe h » 

mmm 107 

4- (4-y)l* P 7 iZJP) -N- [6- (1- fcf ^ U V~)V*7-)V) -1- 
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&mm i 5 -e'&fc 6- a- tr^ u ±7 ^ >-2-7 ^ >£ffl v> 

'H-NMR (DMSO-d,,): 1.40 (2H, m), 1.48-1.61 (6H, m), 1.80 (2H, d, J=12.0Hz), 
5 2. 34 (4H, brs), 2.77 (1H, m), 2.90 (2H, dd, J=12.0 and 12.2Hz), 3.52 (2H, 
s), 4.32 (2H, d, J=13.2Hz), 7.12 (2H, t, J=8.5Hz), 7.30 (1H, d, J=5.9Hz), 
7.32 (1H, d, J=5.6Hz), 7.38 (1H, d, J=8.3Hz), 7.62 (2H, m), 7.6.8 OH, 
d, J=8.3Hz), 7.74 (1H, d, J=8.8Hz), 8.00 (1H, s), 8.71 (1H, brs). 
HSUk: 209-211 -C (1&&<mM : BffltX^JWSH V?U If frJL-rM 
io MMM 10 8 

4- (4-^7 DD7i ~ )V) -N- [6- (1- U V—fr* ^)V) -l-±y^)V\-\- \t 




'H-NMR (DMS0-d 6 ): 1.39 (2H, m), 1.48-1.61 (6H, m), 1.81 (2H, m), 2.35 (4H, 
brs), 2.78 (1H, m), 2.90 (2H, dd, J=11.5 and 12.7Hz), 3.52 (2H, s), 4.32 
(2H, d, J=13.7Hz), 7.30-7.39 (5H, m), 7. 59-7.75 (4H, m), 8.01 (1H, s), 
8.71 (1H, brs). 

231-232 t: («§^{bM : SUfJh^-f V7°a M )VX.-^)V) . 
10 9 

4- (4-^ 9-)iy x. - M -N- [6- (i - tr^ y - ;m - 2-^-7 -1- tr 



15 



20 
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N 



H 



5 7rffc 6-(l-fcf^U^~;M3^^:7*k>-2-Ti=>£^ 

5 'H-NMR (DMS0-d 6 ): 1.40 (2H, m), 1.48-1.61 (6H, m), 1.80 (2H, d, J=12.4Hz), 
2.26 (3H, s), 2.34 (4H, brs), 2.71 (1H, m), 2.89 (2H, dd, J=12.4 and 
11.5Hz), 3.52 (2H, s), 4.31 (2H, d, J=12.9Hz), 7.10-7.16 (4H, m), 7.38 
(1H, d, J=8.0Hz), 7.61 (2H, m), 7.68 (1H, d. J=8.5Hz), 7.74 (1H, d, 
J=8.8Hz), 8.00 (1H, s), 8.70 (1H, brs). 

10 MM : 227-228 t; (^HfciM : BHax^yiz-SM V?X1 tf^X-rr^) 

mmn no 

4- (4-^ PD7i^W-N-[6-[(^-2, 6-^^^-1-tf^U 



is 7Tf#fe6-C(v'X-2,6-> J p<^;i/-i-kf^';> ? x;i/)x<^;W^7^ 

'H-NMR (DMSO-dg): 0.98 (3H, s), 1.00 (3H, s), 1.28 (3H, m), 1.58 (3H, m), 
1.81 (2H, m), 2.78 (1H, m), 2.90 (2H, m), 3.82 (2H, s). 4.31 (2H, n0, 
20 7.33 (4H, m), 7.43 (1H, m), 7.65 (1H, m), 7.72 (2H, m), 7.98 (1H, brs), 
8.68 (1H, brs). 

MM : 199-200 r (&fMbftft : SilfJ^v-T V"fu k!;i/X-^;V) 

mmm in 



Me 
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10 



15 



20 



Me 




MeO 



n 7 ante s-i&x-i.s-vt^v-i-wj z?~)V)*^)V]±7$ 



'H-NMR (DMS0-d 6 ): 0.98 (3H, s), 1.00 (3H, s), 1.27 (3H, m), 1.57 (3H, m), 
1.78 (2H, m), 2.69 (1H, m), 2.89 (2H, m), 3.72 (3H, s), 3.82 (2H, s), 
4.31 (2H, m), 6.86 (2H, d, J=8.5Hz), 7.18 (2H, d, J=8.5Hz), 7.43 (1H, 
d, J=8.5Hz), 7.58 (1H, d, J=8.8Hz), 7.65 (1H, d, J=8.5Hz), 7.72 (2H, m), 
7.98 (1H, brs), 8.67 (1H, brs). 

man 170-171 *c (m^immimm^jv-^^^u^jL-^jv) 
mmmi 1 2 

N- [6- [ ( ~>X-2, 6->?* U *J~)V) * -2-^ 7 ?M tf^ U 

i;>-4-(4-7MP7i^W-l-*Jl'WS K 

Me 




mmm 1 7 ~?%rc 6-[(->x-2, ^J-Mirv $ 

■H-NMR (DMS0-d 6 ): 0.98 (3H, s), 1.00 (3H. s), 1.28 (3H, m), 1.58 (3H, m), 
1.81 (2H, m), 2.78 (1H, m), 2.90 (2H, m) , 3.82 (2H, s), 4.31 (2H, m), 
7.33 (4H, m), 7.43 (1H, m), 7.65 (1H, m), 7.72 (2H, m), 7.98 (1H, brs), 
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8.68 (1H, brs). 

flfejft : 219-222 «C (ffiAfcftft : IMlWh^ V 7P t?;i/X-~ 5r;W 
HSItfiJ 113 

6-(4-^OD7x-Jl/)-N i [6-[(^-2,6-^^5 : ;H-lf^'J^W^5 1 
5 ;i/]-2-t7^H-3f>75H 




###|1 7T#fe 6-[(^-2,6-^^M-tf^U^x;i/)^^;W^-7^ 
l/>2-75>^ffl^t, §H»J5 4<£>3) tft«©»fls&fT3£fcfc«k?K 

10 'H-NMR (DMS0-d 6 ): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.85 (2H, s), 7.52 (1H, d, J=8.3Hz), 7.61 (2H, d, 1=8. 3Hz), 7.79 (2H, 
d, J=8. 5Hz), 7.87 (2H, m), 8.20 (1H, m), 8.24 (2H, d, J=8.5Hz), 8.42 (1H, 
brs), 8.46 (1H, dd, J=2. 2 and 8.3Hz), 9.25 (1H, d, J=2.0Hz), 10.63 (1H, 
brs). 

15 g3U&: 229-230 *C (*SIMb8ft : IfflfcWWSM V tf^X— r)V) 

m&mi i 4 

N-[6-[(->X-2, 6-5>*3\;Wl-tWJ V—Mtf-M-i-l-yf-M-l' 

h^~>[i,i'-H7x-;w-4-^;i/^+f-5 H 



MeO 




20 &mm i 7 T#fc 6-[(->^-2, 6->?^^;wi-tf^u *=$-mi-?2 
u>-2-rk>&m^x. n»j5 4©3) tmuomtt&ftvz.tiz&K), 
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'H-NMR (DMSO-d 6 ): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.82 (3H, s), 3.85 (2H, s), 7.07 (2H, d, J=8.7Hz), 7.51 (1H, d, J=8.7Hz), 
7.73 (2H, d, J=8.5Hz), 7.82 (6H, m). 8.08 (2H, d, J=8.3Hz), 8.42 (1H, 
brs), 10.41 (1H, brs). 

5 m&: 199-260 x: m^itmrn : fiftftX9\>l/-$K V^O tr^x-x^) 

nmm 115 

4 , -^aD-N-[6-[(v-X-2, 6->>*^;i/-l-t!^U &=.M *7M-2-j-7?- 




10 #3t0!ll 77f»fc6-[($/^-Z,6-^^^;Wl-fcr^U^— 

'H-NMR (DMS0-d 6 ): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.85 (2H, s), 7.51 <1H, d, J=8.3Hz), 7.57 (2H, d, J=8.5Hz), 7.82 (8H, 
15 m), 8.12 (2H, d, J=8. 1Hz), 8.43 (1H, brs), 10.47 (1H, brs). 

M& : 220-222 "C : Mxf^-^-f V k^UX— tMI/) 

116 

4' -& P U-N-[2-[[2-(3-t!U ^X^-l-fcf^U V-M ^^n-6-*yj 
n;W [l, r-tf7x-;W-4-*;kW5 H 




v. 

8 T?» 4'-^DD-N- [2- □ D ^ 3MP) > U - 
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M [1, l'-tf7ac^;W-4-*;i/^1t5 FSffl^T, 3 tH«t©tftf^ 

'H-NMR (DMSO-d 6 ) 6 : 1.63-1.75 (6H, m) , 2. 3 6 (1H, m), 2.87 (1H, m), 3.27 
(2H, m). 3.73 (2H, m), 7.40 (1H, m), 7.59 (3H, m), 7.82-8.00 (7H, m), 
6 8.13 (2H, d, J = 8.4 Hz), 8.30 (1H, d, J = 8.4 Hz), 8.47-8.54 (2H, m), 
8:69 (1H, s). 
FAB(pos) : 533 [M+H] + 

124-126 "C (dec.) (M&imM : IMH^^-fVynKM- 

10 §H»J 1 1 7 

4'-^DD-N-[2-[[(2S)-2-(^ h.^^M EnVSt—M^M-*-* 

/u=;W[i.r-if7x=;w-4-*;p#*u-5H 



Me 

i 




###1 8 T# £ tifc 4' -£7 a p-n- [2- n o * ^;P) -6-^ / U n • 

i6 ;w ci,r-tf7^-;w-4-*;i/^^^ f&jbut, mnw2 3&fm<omfc 

'H-NMR (DMS0-d 6 ) <5 : 1.68 (3H, m), 1.95 (1H, m), 2.33 (1H, m), 2.84 (2H, 
m), 3.25-3.44 (5H, m), 3.64-3.71 (1H, m), 4.28-4.35 (1H, m), 7.59 (3H, 
m), 7.82-8.08 (6H, m), 8.14 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J = 8.4 
20 Hz), 8.53 OH, s), 10.62 (1H, s). 
FABCpos): 486 [M+H] * 

Hbft : 172-174 *C (JBIMbtttt : BMxg^P-SM V Zfu \Z)VX.-<r)V) 
mmW 118 

tert-y^;i/ (2S)-l-C[6-[[(4'-^DO[l,r-bf7x-;H-4— ()V)iJ)ltf 
25 n;W 75y]-2-+;Ur;W^ -2- tr a y $? >ts )V&*r is V- V 
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8 Tt# £> nfe 4' D P-N- [2- O n * 3\>W -6-* / U - 

5 'H-NMR (DMSOrds) <5 : 1.38 (9H, s), 1.80 (3H, m), 2.05 (1H, m), 2.92 (1H, 
m), 3.35 (2H, m), 3.82-4.17 (2H, m), 7.62 (3H, m), 7.82-8.08 (6H, m), 
8.14 (2H, d, J = 8.8 Hz), 8.30 (1H, d, J = 8. 4 Hz), 8.53 (1H, s), 10.63 
(1H, s). 

FAB(pos): 542 [M+H] + 
10 163-166 "C (^m<mm : B£Mx^->>-Y V ?U fc^X-^) 

mmm 119 

4-(4-* h+->7x-;W-N-[6-[(2, 2, 6, 6-x h ^^W-l-fcWJ >>x;i/) 

^^;i/]-2-^-7^;W-i-t!^u^>*;^^^ h* . 




15 ###11 9-eHfc 6-[(2, 2, 6, 6-t h ^/^V-l-tl^'J JW-2- 

'H-NMR (DMSO-de) <5 : 1.00 (12H, s), 1.53-1.81 (10H, m), 2.71 (1H, m), 2.88 
(2H, m), 3. 72 (3H, s), 3.90 (2H, s), 4.30 (2H, m), 6.86 (2H, d, J = 8. 8 
20 Hz), 7.18 (2H, d, J = 8. 8 Hz), 7.52-7.79 (5H, m), 7.97 (1H, s), 8.66 (1H, 
s). 
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10 



15 



20 



FAB(pos) : 514CM+H] * 

MAIL : 164-166 *C (ISSW : ffill^W VfU fcf^X-^U) 
IH»J 12 0 

4' h *~>-N- [6- [ (2, 2, 6, 6-fb7^ tf^ U * -2- 

2-73\>M [1. r-t^i-JW-^^Jt?^? H 




Me. 

###| 1 9T#fc 6- [(2, 2, 6, 6-5=- h 5*^JM-fcWJ >>x;W *^>W-2- 
±7^U>7$>*fflViT» Sfe&Stfl 5 4 tf> 3 ) tW*©tifP&fr5 £1 £££ 

'H-NMR (DMSO-de) <5 : 1.01 (12H, s), 1.55 (6H, m), 3.82 (3H, s), 3.93 (2H, 
s), 7.06 (2H, d, J = 9.2 Hz), 7.57 (1H, d, J = 9.6 Hz), 7.71-7.87 (8H, 
m), 8.08 (2H, d, J = 8.4 Hz), 8.41 (1H, s), 10.40 (1H, s). 
FAB(pos) : 507 [M+H] * 

M& : 212-214 "C (ffiSkimM. : H^X^U-iM" V tfJl/X— t)V) 

mmm 121 

4' -7 )V-t P-N- C6- [ (2, 2, 6, 6-7 1 b 7 * 3^-1- U i?x;|/) ;* J-)V\ -2- 

[1, l'-H^a:X;H-4-*;i/^^it$ H 

Me 




l 9 6- [(2, 2, 6, 6-5=- N7>^hi-^U >*x;W *^;i/)-2- 

'H-NMR (DMSO-dj) 6: 1.01 (12H, s), 1.54 (6H, m), 3.93 (2H, s), 7.35 (2H, 
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m), 7. 74-7.87 (8H, m), 8.11 (2H, d, J = 8.4Hz), 8.41 OH, s), 10.43 (1H, 
s). 

FAB(pos): 495 [M+H] + 

jgfejft : 238-241 X: m$k<mM : I»X3\>W5M V fc^X-r^W 
5 fHWJ 12 2 

4' -*^;HH6-[(2. 2, 6, 6-r h ^pWH-fcWJ ^x;W *3MM-2-:*- 

7^;W [i, r -tf 7xn;W-4-*;i/^^rU-5 H 



Me 

###1 1 9 "e#fe 6-[(2, 2, 6, 6-x h^^-i-tf^u >*x;w *^;H-2- 

10 ±7^l^>T^>*fflViT, HJE0!I5 4<D3) tBI«|0iifP«&ff'5Jl-tfcJ; 

'H-NMR (DMSO-de) 6: 1.01 (12H, s), 1.55 (6H, m), 2.37 (3H, s), 3.93 (2H, 
s), 7. 32 (2H, d, J = 8. 2 Hz), 7.57 (1H, d, J = 9.6 Hz). 7.66-7.87 (8H, 
m), 8.10 (2H, d, J = 8.6 Hz), 8.41 (1H, s), 10.41 (1H, s). 
15 FAB(pos): 491 [M+H] + 

: 235-237 TC : VfU fcf^X-^W 

mmm 123 

4' n D-N-[6-[(2, 2, 6, 6-5=" h^^WWl-t^U )V) *=f-)V\-1-± 

ci, r-if7x-;w-4-*;i/W$ F 



###J 1 9 T#fc 6- [ (2, 2, 6, 6-7- h 7 * kf^ U v'XJl/) ;* *M -2- 
:*-7*U>75>&/flVvr, WJ5 4C3) tTO0^Srff 5 £ J; 




Mi 



20 
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0, Mfc^»£«tfit&*£lxT»&. 

'H-NMR (DMSO-d 6 ) 6: 1.01 (12H, s), 1.54 (6H, m), 3.93 (2H, s), 7.57 (3H, 
m), 7.74-7.89 (8h! m), 8.12 (2H, d, J = 8. 6 Hz), 8.41 (1H, s), 10.45 (1H, 
s). 

5 FAB(pos): 511 [M+H] * 

: 244-246 "C (&IHb&ft : BWX^P-Wy^Plf^X-^W 
H»J 12 4 

4" ->? u d-n-[6-[(>h' v^d tf;PT5 y) -2-^-7 [l, r -t? 




###J 2 0 T# <b tlft N- [6- [ (iM V 7 D tf )IT 5. J ) ;* -2-^ 7 ^ 

'H-NMR (DMS0-d 6 ) <5 : 1.03 (12H, d, J = 6.6 Hz), 3.01 (2H, a), 3.75 (2H, 
15 s), .7.52 (1H, d, J = 8.7 Hz), 7.57 (2H, d, J = 8. 7 Hz), 7.76-7.89 (8H, 
m), 8.12 (2H, d, J = 8.4 Hz), 8.43 (1H, s), 10.47 (1H, s). 
FABCpos): 471 [M+H] 4 . 

: 246-250 "C (£f|{b&& : ffiUf^^y^n tf^X-^) 
12 5 

20 6-0-tfoU> 5 x;u^^;i')-2-^-7^;P 4-(Han7i-;W-i-^'J 
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.'H-NMR (CDClj) 6: 1.68-1.83 (6H, m), 1.90-1.95 (2H, m), 2.55 (4H, m), 
2.74 (1H, m), 2.97-3.12 (2H, m). 3.77 (2H, s), 4.49 (2H, m), 7.17 (2H, 
5 m). 7.26-7.33 (3H, m), 7.49 OH, m), 7.55 (1H, d, J = 2.4 Hz), 7.73- 
7.76 (2H, m), 7.81 (1H, d, J = 9. 3 Hz). 
FAB(pos): 449 [M+H] + 

K£ : 121-123 "c (mmitmm mwt^jv-^ v~?u wvjl-^m 
126 

10 6-(i-hruu^n;i/^^;w-2-^-7^ 4-(4-p< v^y^)V)-\-\f.^ 



15 *tbT#fc, 

'H-NMR (DMS0-d 6 ) <5 : 1.71-1.80 (8H, m), 2.50 (4H, m), 2.75 (1H, m), 
2.99-3.15 (2H, m), 3.72 (5H, s-like), 4.i4-4.32 (2H, m), 6.88 (2H, m), 
7.20-7.33 (3H, m), 7.50 (1H, m), 7.65 (1H, s), 7.82-7.93 (3H, m). 
FAB(pos): 445 [M+H] + 

20 127-129 (igi^i : f iXfjl/-^ V (f JPX-fJW 

mmm 1 2 7 

6-(i-tfD'j^M5 l ;w-2-t75 1 ;i' 4-(4-^5 L ;i/^x-;W-i-tf^u 
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'H-NMR (DMSO-d 6 ) 6: 1.72-2.00 (8H, m), 2.28 (3H, s), 2.51 (4H, m), 
5 2.68-3.15 <3H, m), 3.54 (2H, s), 4.30 (2H, m), 7.15-8.01 (10H, in). 
FABCpos) : 429 [M+H] 4 

jflfcjft : 238-240 *C (^IW : BttX^V-^ V^D fc^X-^lO 
St»J 1 2 8 

10 ^V>tl)V^^V— V 




15 'H-NMR (DMS0-d 6 ) 5: 1.73-1.91 (8H, m), 2.51 (4H, m), 2.71-3.15 (3H, ra), 
3.76 (2H, s), 4.23 (2H, m), 7.15 (2H, m), 7.35 (3H, m), 7.52 (1H, m), 
7.66 (1H, m), 7.90 (3H, m). 
FAB(pos) : 433 [M+H] * 

Hfcjft: 106-108 «C (IS»flde«:B»X5 1 ;P-^-fV^DK;i'X-5 i ;W 

20 mmm 129. 




###12 2T#fc 6-d-t!P u ^x;i/^^-;w -2-j-7 h—)v ^itT^mmm. 



WO 01/82925 



178 



PCT/JP01/03614 



'H-NMR (DMS0-d 6 ) .5: 1.69 (2H, m), 1.90 (4H, m), 2.00 (2H, m), 2.82 (1H, 
m), 3.12 (2H, m), 3.22 (4H, m), 4.21-4.49 (4H, m), 7.16-7.44 (5H, m), 
6 7.75 (3H, m), 7.93-8.12 (3H, m),. 10.69 (1H, br). 
FAB(pos): 415[M+H] + 

m&: 213-215 1: m^mm : itX^h^y^ntfiH- 7-M 

mmm no 

N- (2-* 3SN/-1 , 2 > J,4-Th5kHD^/[b][l,6]WJ> ? >-8--T 

io ;w [i, r-f7x -4-# ji^+u- s h 




##0112 3THfc 2-^^;i/-l,2,3,4-^h^t: KD^>y[b] [1,6] i~y^ 

15 'H-NMR (DMS0-d 6 ) 5: 2.42 (3H, s), 2.80 (2H, m), 3.10 (2H, m), 3.71 (2H, 
s), 7.53 (3H, m), 7.78 (2H, d, J = 8. 4 Hz), 7.83 (3H, m), 8.00 (2H, m), 
8.12 (2H, d, J = 8.4 Hz), 8.47 (1H, d, J = 2. 2 Hz), 10.56 (1H, s). 
M/ft : 236-238 *C (MmftMNIi : I»X3\>U-$M V^D kMPX-TVP) 
13 1 

20 4' -7;i/^-n-N-(2-^^;i/-l, 2, 3, 4-fh7t HD^>V[b] [1,6] 

° xxx\ e 

##0!|2 3T*§>£ 2-*^;!/-l,2, 3,4-fh7tFO^>y[b3 [1,6] 
U>?>-8-T$>^fflViT, H»J54(D3) £ITO©»«s*fr"5 ££fc«k 0, 
25 *JBfb'&ft£fcSf&5|5 £ UTttfc. 
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'H-NMR (DMSO-d 6 ) <5 : 2.42 (3H, s), 2.80 (2H, m), 3.10 (2H, m), 3.71 (2H, 
s), 7.36 (2H, m), 7.88 (5H, m), 7.99 (2H, m), 8.11 (2H, . d, J = 8.4 Hz), 
8.46 OH, d, J = 2.2 Hz), 10.56 (1H, s). 

Mti : 230-232 *C : B«X^;W$M V \d)VX.-r)l) 

5 |H»J 13 2 

. 4' -if n P -N- (2- * 3^W1 , 2, 3, 4-f b 7 1 H P^>^/M [1, 6] t7f U ^ 

>-8--r;w [i, r-t'7i-;w-4-*M*t5 F 



##0!J2 3T#fc 2-^^;Wl,2,3,4-^h^fc FD^>V*[t)] [1,6]^-^^ 

'H-NMR (DMS0-d B ) 5: 2.42 (3H, s), 2.80 (2H, m), 3.07 (2H, m), 3.71 (2H, 
s), 7.58 (2H, d, J = 8.4 Hz), 7.80-7.99 (7H, m), 8.12 (2H, d, J = 8. 4 
Hz), 8.46 (1H, d, J = 2.0 Hz), 10.57 (1H, s). 
16 : 238-240 (^Hfl^S : SKx^-^-f V ?U tf;PX— tM 

mm 133 

n- [2- [ (sm v rfu tr;i/T 5/)^ 3\>w -6-* / u x;w [i, 1 ' -t? 7z^ 
;i/]-4-*;i/^^5 H 



20 ##0»J i o if»fc n- [2- [ ($m y y o t!;uT ^ / ) * -6-* s y 

T-fehT^ K£fflV>T, H»J6®2) tW«CD»fpftfT5 HtH <t D, & 

'H-NMR (DMS0-d 6 ) 6: 1.03 (12H, d, J = 6. 6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.43-7. 56 (3H, m), 7.69 (1H, d, J = 8. 4 Hz), 7.67-8.05 (6H, i), 8.12 
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(2H, d, J = 8.4 Hz), 8.26 (1H, d, J = 8.4 Hz), 8.51 (1H, d, J = 2. 2 Hz), 



10.58 (1H, s). 
FAB(pos) 438[M+H] + 

HA : 208-209 X> (m&itmU : BtXfJW V kf^X— tJW 

5 134 

N-[2-[(^yyDbf;i/Tsy)^^;W-6-^y U-;W-4*-^ 

[l,l'-t:7x^]-4-*M^$ H 



i o T#fc n- [2- [ (vM* y y*n tf s y ) ;* -e-* j u x;W 

'H-NMR (DMSO-d 6 ) 6: 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.82 (3H, 
s),' 3.85. (2H, s), 7.07 (2H, d, J = 9. 2 Hz), 7.72 (3H, m), 7.82 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m), 8.08 (2H, d, J = 8. 8 Hz), 8.25 (1H, d, J = 
16 8.4 Hz), 8.50 (1H, s), 10.55 (1H, s). 
FAB(pos) 468[M+H] + 

SUA : 223-225 C : V fu WPX— r;W 

13 5 

n- [2- [ (iM y y*D tf;i/T ^ J ) * -6-4 1 J u -4' -7)V3ru 
20 [i,r-tf7xn;W-4-#;W3Jv^+»-5 H 



1 o n- [2- [ (sm y y □ tf ;pt 5 y ) ^ 5=-;w -6-* / u x; w 





Me 

A. 
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'H-NMR (DMSO-dj) 6 : 1.02 (12H, d, J = 6. 6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.35 (2H, m), 7.69 (1H, d, J = 8.4 Hz), 7. 80-7.88 (4H, m), 7.96 (2H, 
m), 8.11 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8.4 Hz), 8.51 (1H, d, J 
5 =2.2 Hz), 10.58 (1H, a). 
FAB(pos) 456[M+H] + 

m& : 207-209 *C (Mft&ii : ffillf^-^ V ?U \Z)VJL-^)V) 

mmm 1 3 6 

n- [2- [ (iM y 7 p tr $ y ) y -6-* y u -4' -y ^ [1 , r - 

10 t^i-^-^MWS h 




###1 1 0 n- [2- c (i^-i v tr^r 5 y ) y -6-^ / u 

T-febT^ K£ffi^T, H»!l6©2) fcH*©t*ftsfcff3C;fclC.fcD, * 

15 'H-NMR (DMSO-dg) <5 : 1.02 (12H, d, J = 6.6 Hz), 2.37 (3H, s), 3.02 (2H, 
m), 3.85 (2H, s), 7.32 (2H, d, J = 8. 2 Hz), 7.69 (3H, m), 7. 84 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m), 8.10 (2H, d, J = 8.2 Hz), 8.25 (1H, d, J = 
8.8 Hz), 8.51 (1H, d, J = 2. 2 Hz), 10.56 (1H, s). 
FAB(pos) 452[M+H] + 

20 225-227 TC : l»X^-3>-r V 7 O \Z)V3L-<r)V) 

^JSfll 1 3 7 

n- [2- [(^v^d bfjuT ^ y ) y -6-+ y u x;w -6- (4-y 3^ y x 

-;i/)-n^>75 K 
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Me 



Me 



. Me' 



5 'H-NMR (DMSO-de) <5: 1.02 (12H, d, J = 6.6 Hz), 2.39 (3H, s), 3.02 (2H, 
m), 3.86 (2H, s), 7.36 (2H, d, J = 8.4 Hz), 7.70 (1H, d,' J = 8. 4- Hz), 
7.97 (2H, m), 8.13 (3H, m), 8.27 (1H, d, J = 8. 4 Hz), 8.42 (1H, m), 8.50 
(1H, d, J = 2.4 Hz), 9.22 (1H, d, J = 2.4 Hz), 10.70 (1H, s). 
FAB(pos) 453[M+H] + 

10 m&: 211-213 13 (ffigkikmU : ^X^-^V^D^H-tJV) 

mmm 1 3 8 

6- 7x-JW -N- [2- [ V ?U tf )V7 ^ / ) * -6-^ / U 



is ###J l o T#fc N- [2- [ (v 5 ^ v "7 a tf;v7 5 y ) * 9-)V\ -6-3=- / U n;W ■ 

7th75^fflw, n»j6©2) tmm<Dmft&ftz>zt\z&K). m. 

'H-NMR (DMS0-d 6 ) (5: 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.61 (2H, m), 7.70 (1H, d, J = 8. 1 Hz), 7.93 (2H, m), 8.23 (4H, m), • 
20 8.48 (2H, m), 9.25 (1H, m), 10.74 (1H, s). 
FAB(pos) 473[M+H] + 

Rbft : 201-203 *C mik1k®i& : ft&X^l-SM V?U 
MMM 13 9 



Me 




WO 01/82925 



183 



PCT/JP01/03614 



n- [2- [ <,v<i y -f □ tf )vr ^ j ) ;* -6-* / u W -4- (4-;* 7 x 

Me 

O r^Y N Y^N^Me 

i o n- [2- [ (5M v/n tr;^T 5 / ) ^ -6-^ y u — ;W 

5 T-fehT3 K^ffiV^T, ^»J5 4©2) &<fctf#lifi0ij 3 8 fcRfllOiSif^* 

. 'H-NMR (DMS0-d 6 ) 6: 1.02 (12H, d, J = 6.9 Hz), 1. 60-1.77 (4H, m), 2.26 
(3H, s), 2.85-3.03 (5H, m), 3.82 (2H, s), 4.43 (2H, m), 7.12 (4H, m), 
7.62 OH, d, J = 8.4 Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8.12 (1H, d, 
10 J = 8.8 Hz), 8.81 (1H, s). 
FAB(pos) 459[M+H] + 

184-186 *C Gfcgllrt^ : B^X^-iM V ?u fcf;l/X~ J-)V) 

mmm 140 

4- ti->7 DD7 xX;W -N- [2- [ (SM V ^ P tfJUT 5 / ) ;* ^/M -Mr 7 U 

15 -;w-i-tf^u^>^;^^a h 




###1 l o n- [2- [ (sm v y n tf a j ) ^ -6-* J u x;w 

20 'H-NMR (DMS0-d 6 ) 6: 1.01 (12H, d, J = 6.3 Hz), 1.59 (2H, m), 1.81 (2H, 
s), 2.78-3.00 (5H, m), 3.82 (2H, s), 4.32 (2H, m), 7.32 (4H, m), 7.62 
(1H, d, J = 8. 1 Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8.12 (1H, d, J = 
9.0 Hz), 8.81 OH, s). 
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FAB(pos) 479[M+H]+ . 

MA : 201-203 X: (fagkimU : IffllX^JP-SM V^D tf^x-x;W 
Ul»J 14 1 

5- [ ^ > 5*JW '>] -2- (1- If P U ^)V) -1H--T > H — 



2 4i?#e.nfex^;i/[5-[(4-^ , n ; E^>^;w^~>]-iH--i' > k 

-;W2— f;W^^/-;i> (lOOmg, 0.301mmol) fchUl^75> (0.050ml, 
0.361mmol) Of h7k h*D^^> (3ml) 0tT^^>^M-Jl/^ n 

10 U H (0.0256ml, 0.331mmol) Sim*., 16 #IWflfc#Ufc. S^JCh!DU^> 

(o.3mi) ^joa, mranii^Lfc^ i ajatttftipA^x^x-^nr 

(1.8mg) 

'H-NMR (CDC1 3 ) 6 : 1.83 (4H, m), 2.62 (4H, m), 3.80 (2H, s), 5.04 (2H, 
s), 6.27 (1H, s), 6.85 (1H, dd, J = 2.4, 8.4 Hz), 7.05 (1H, d, J = 2. 4 
Hz), 7.19 (1H, d, J = 8.4 Hz), 7.33 (2H, d, J = 8. 6 Hz), 7.49 (2H, d, 
20 J = 8.6 Hz), 8.95 (1H, s). 

mmn 142 

6-7 x X JWN- [6- (1- tf D U V~)V*?-)V) -2-j- y =?)V\ = 31 J- >T ^ H 



#%#| 1 8 ~emc 6-(l-k!D U z?~)l*^M-}-7 ?U>-2-7 $.>zm^ 

25 t, n»j5 4©3) traacufpsffiiitcfco, *ffl^«*tifi«» 



5 



H 
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'H-NMR (DMS0-d 6 ) 6: 1.73 (4H, m), 2.50 (4H, m), 3.75 (2H, s), 7.47-7.59 
(4H, m), 7. 77-7.92 (4H, m). 8.20 (3H, m), 8.44 (2H, m), 9.25 (1H, m), 
10.63 (1H, s). 

5 K£ : 212-214 X: (iS£II«& : IWfcX^;W5>-Y V 7d tf^X-^W 
H»J 14 3 

6-(4-^ h^^>7x n;W -N- [6- (l- tf d U ;* V) -2-± 7 9-M n n 



T\ §H»J5 4(D3) tra«|O»^*ff"5Cia:JC«k0, &Hfc^4&**Hfe«fr 



s), 7.09 (2H, d, J = 9.0 Hz), 7.47 (1H, dd, J = 1.5, 8. 4 Hz), 7.76-7.91 
15 (4H, m), 8.10 (1H, d, J = 8.4 Hz), 8.18 (2H, d, J = 9.0 Hz), 8.38-8.44 
(2H, m), 9.20 (1H, m),. 10.59 (1H, s). 

M& : 261-263 "C ffi&ititm : 6ft»X?\;W5>< VfU t?;PX— y-)V) 

mmm 144 

6- {4-7 U 7i-W -N- [6- (1- kT P U *J~)V * -2-j- 7 J-)V\ xn 
20 ^>7$ H 



T, H;»J5 4<z>3) tra«oSfPSff5citK:«kt), aMb^«*a&fiffr 




'H-NMR (DMS0-d 6 ) <5 : 1.72 (4H, m), 2.50 (4H, m), 3.73 (2H, s), 3.85 (3H, 
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'H-NMR (DMSO-dj) 6 : 1.71 (4H, m), 2.47 (4H, m), 3.72 (2H, s), 7.41 (2H, 
m), 7.48 (1H, d, J = 9. 6 Hz), 7.76-7.91 (4H, m), 8.18 (1H, d, J = 8.4 

Hz), 8.28 (2H, m), 8.45 (2H, m), 9.24 (1H, d, J = 2.4 Hz), 10.63 (1H, 
s). 

5 238-240 "C (^Iftgi : SiXfjh^^ Vfu tfjUX— =r)V) 

14 5 

6- (4- * ^JV 7 x. -N- [6- (1 - tf D U * W -2- ± 7 ^) W X 3 ^ 

>75 H 



10 ###11 sT^e-a-tfPUv^M^w^-^^i^^-T^^^fflVi 

'H-NMR (DMSO-d,;) <5 : 1.71 (4H, m), 2.39 (3H, s), 2.47 (4H, m), 3.71 (2H, 
s), 7.35 (2H, d, J = .7.8 Hz), 7.45 (1H, dd, J = 1.8, 8. 4 Hz), 7.74-7.89 
15 (4H, m),. 8.12 (3H, m), 8.44 (2H, m), 9.23 (1H, m), 10.62 (1H, br). 

: 260-262 V (BMiitmU : BHRX?\«/-5M V7°U tf;i/X-^;W 
H»J 14 6 

6- (4- z d a 7 x x;v) -N- [6- a - tf d u 5>x;M -2-^- 7 x n ^ 
>7 5 H 



##0iii 8-et#fc 6-(i-hdu^x;m^;w^7^>-2-7^>£/ev> 
t, n»j5 4©3) tmmowift&fT? z.£\z&K), mm<k&w&m&B 

•H-NMR (DMS0-d 6 ) 5: 1.71 (4H, m), 2.47 (4H, m), 3.71 (2H, s), 7.47 (1H, 




20 
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dd, J = 1.8, 8.4 Hz), 7.61 (2H, d, J = 8.4 Hz), 7. 76-7.. 88. (4H, m), 8.23 
(3H, m), 8.45 (2H, m), 9.24 (1H, d, J = 1.5 Hz), 10.68 (1H, br). 
: 270-274 XI m&imM. : BUX^h^^ V^O tfJWX-^;W) 



5 mmmi 

(1) ^lJS0>J 1 T^tlfcft'&^l 5 0 mg 

(2) y>7 1 — * 3 4 mg" 

(3) h^tnni'W 10.6mg 

(4) h^tDH^lf CO 0 1^) 5 mg 

10 '(5) ^r7U>f7^^ 0.4mg 

.(6) TstDVisyj* 2 0 mg 

m 1 2 0 mg 



15 

###11 - 1 9y hP**cDNA^VifePCRj*CJ;§^^ h SLC-1 
cDNA <Z)Jf i|® 

^yhJMSfepoly (A) + RNA (^D — >^y^%h) £#|gl<hU 7>^A^ 
^-1"T-^fflViT^^Ji&^T^o3fco j^i!te^J&te> ^^J7 RNA PCR ver . 

20 • 2 *y h^ts^sr^bfco &\zz<DmR^±f&m*MM£vxm)<\ mnm 

^izffimisfetf. ^co^^it^©5* m\zfflWL&m sai i ora-rs&ssa 
wttan^n, 3* #j^$ijps^^ spe i vmmirzmminwtbQ-znz 
25 «j;5^.5' #j*3j;^3' m\z^n?n<Dmu&M<DW^Mm*mu\st^ r 

^m<D^.mt.zmkmm^ U h'&J&DNA-T^'f 7^0.4 0.25 mMdNTPs, 
pfu Uh^v?->ft) DNA^U*^— 1?0.5 w 1 &£tfi#3mc#M<£A*y 

50 m 1 tit iiiii©fcfe0-y--r^;Hi+>---^;^'i' 

£7- (/1-^>x;i/T-%h) Srffl^, 94t: • 60#O»©^> 94*0-60^ 
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6(TC • 30 72*C • 150 #©1*-f ^£ 35 M9 £U Wt&\Z. 72^1? 10 #W 

###|i-2 pcrMj©:/5X$ f^^-^©U-^o-->^*J:^ 
5 }f A cDNA ffi&®&££^®ffiKK: cDNA £?0®VMB 

SrEiKLfco PCR-Script™AmpSK(+)^P— ZL>9*?y V (X^7^^->tt) 
10 ©a&Sfirfc^V^ UliKLfeDNA H^^— pCR-Script Amp SKO'v 

-tf-^O— x>:7U;fco cnSl->x'Jt7 PU (Escherichia col i) XL-1 
Blue te^AbTJBWE&bfc'SU cDNA #A®rtf-£&^ 

n->^T>tf^'J>^J;^X-gal £^trLB^cigtfl'* , T?BftU Qfi£M 
T^P-^©^^®^^*^^^^ 1 ^ »JWEJtM*B. coli 
15 XL-1 Blue/7 y> SLC-1 £#fc«> ©? P->£T >tf->U >£^tT LB £ 
iftTf— BfeJSf*b, QIAprep8 mini prep £JBWr77*5 K UNA 

»!«L/fcDNA©-HSR*fflViT«9lfi»*Sal I*$«ktfSpe 

S3^J©^^©fefe©^^^DyeDeoxy Terminator Cycle Sequence Kit (/I— 
20 *>x;UV-&) fcffl^Tfrfc^ ^5*S»^-ir>U— *ffl^T#«5U 

fc. §&nfc3^D-> ©SH^iJ &#tfr UtTOEJlJWIft $ tlT V> & 7 v V 

SLC-1 *>Wft (@E?U#*f : 3) fcD — cDNAIS^J (Lakaye, B. et al. 

Biochim. Biophys. Acta, Vol. 1401, pp. 216-220 (1998), accession No. 

AF08650) © 5' fljfc Sal I R«£#l#*#iqU 3' M\Z Spe I »S5^#iP 
25 Ufc3t-6r?BB^It^B['rS21i:SaiBb^ (£*!!## : 4) . 

##0y 1-3 77h SLC-1 m^i CH0 *fflJl&©f£§£ 

###y 1-2 -cmwwmztiitj v Miaft*© slc-i ©±g75;tie 

^JSrP-Hb, 5' WcSal I fgf$£^J**#Jn U Sfc 3' m\~ Spe I 88flft£ 
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coli — >£P Plasmid Midi Kit (3r7£*>*fc) SfflVJT^^S 

MRIMSbI I&J;tfSpe IT?«JWrbT«f hfB^^omu 

fco -f h dna \tnm%®&* 7^a^w^^$yijt^ioffiu 

5 &J££f?&-pT[iIilXbfco HO-Y h DNA £ Sal I £«fctfSpe ITSJW 

UfettttiMiiafSS^^^— HpAKKO-lllH (Hinuma, S. et al. 
Biochim. Biophys. Acta, Vol. 1219, pp. 251-259 (1994)IB^<D pAKKOl. 11H 

-<y— > 3 >*tf &v>, »a5Ba«^9X5 h pakko- slc-i 

10 pAKKO- SLC-1 -gJgMaftbfe B. col i DH5( h — 3— aff—) £%jfe%,Plasmid 
Midi Kit (+7^>ft) ^fflV^T pAKKO- SLC-1 0^7X5 F DNA &i«Hl,&. 
Cin^CellPhect TransfectionKit (7"7'> t A 7 7^J/7/H ^tt) 
^fflV^#o^n hn;Kc:^oTCHO dhfrlfflll&teSALifc. 10 AigcDDNA 
&V>m*>)\'>>f7&£<D$ii£MnWLth, 24V$niO(CS x 10 5 £fc«l x 10 6 

16 CHO dhfr-awa**SL/fe 10 cm v-^-lWcMLfc. 10*#5'/l&jeJfiLi* 

* slc-i mm cho «Tfe§«iijao3 □ --56 2 ct->*»RUfc. 

#%0)J 1-4 £59 V V SLC-1 U-fe^-aeKmRNAO^MOHVi CHO/ 
20 SLC-1 «ffliiat*CD3l^ 

##0iJ 1-3 ~trm&-£tl?t CHO/ SLC-1 44c 56 9 D->©tfi7 y h SLC-1 
V"fe^— MSM mRNA O^^*^ Cytostar T Plate (7"7>'tA7 y^-y 

CHO/ SLC-1 #n — >£Cy tost ar T Plate ©£■ well 2. 5 x 10 4 MT 

well KO.25% Triton X-100 £j&bDbTffllS©8«tt&fc«f 35 S 9^ 
Lfc@B?U#-5§- : 5<D riboprobe Srljp^.T/'W^U^-rX^ii-fco 20 mg/ml © 
RNaseA£€-well KUO^LTifilKO riboprobe StBftlU^U— h*«k<?te»L 
/W7*U^Xbfc riboprobe ©iifc#t«44£ Topcounter TS'J^Lfc. 
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ift^tt0SVi4*)^iiRNA»IB*3W^.iiiRNA»M©!«Vi 3 >7U-><D*fr 

1-5 k h SLC-1 cDNA &^7 P ^7.^ 
k hJftJBJH&X cDNA library (SUPERSCRIPT™ cDNA Library jGIBCOBRL ft) 
5 Genetrapper cDNA positive selection system (GIBCOBRL%h)©T— j-T 

JK:foT , 77-^ Fl X>K;*^l/7-i?£/B^T, DNAfCnick^Atl 

. 1 hM^fi^cDNA library SWfibfc. 

Kolakowski Jr. £ (Kolakowski Jr., et al (1996) FEBS Lett. Vol. 398, 
10 pp. 253-258) <Dm&lZ&-J^TttMhfrm?imn. : 6 <D-&&*V rf* ^ 

5=- H (accession No. U71092 © 1434-1451 1^^) ©3' 5fe«fc biot in-14- 
dCTP £ Terminal Deoxynucleotidyl Transferase £ffltr>T#flnL'» biotin 

15 1 #$£fc MftjeiKS* cDNA library 4 n g £ 95*31? 1 #fiMfib£&> 2K-h 
• TJSUfrU biotin fbtU^^l'^K 20 ng Sim*, •37 < Ct? 1 l$P^ 8stf 
A-f^iJ ^-f if- ~> 3 >A'«y7 7 -T/ Vf fU^XVTco 7, h 1/ :/ h 7 tf 
v ? >tf— X<£AP^.> MAGNA-SEP Magnetic Particle Separator (GIBCOBRL ft) 

20 •™&*cDNA£i£gftU Kolakowski Jr-. (Kolakowski Jr., et al 

(1996) FEBS Lett. Vol. 398, pp. 253-258) fcS^V>Ttfs«b;fcBB?!l## : 
7 0&tfbtVztX9l'*7'\* (accession No. U71092 £> 1011-1028 fcffllg) 
50ng S^'fT-iaTT-aTJH^oTiiiSML, 2 

25 1-6 Sm bfctb SLC-1 cDNA 7 7v5h* GD&g@S?!ltf>£^ 

##0)J l - 5T#^nyfc^^XS K£ ELECTROMAX ra DHl 0B™Ce 1 1 s fcXl^ 

. ha^iz-i/a >m^mA vxmnmm l cdna if arum- £ n - 

>£7>tf->U>;8.tf X-gal ^trLB^ig^^TjS^b, efi^MTS^ 

u-><Dfr&imistz-D&ffi&rc-o-z>^TftMh. wmmte^ con. 
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DH10B/hSLC-l &mzMXO!?U->*7>V.^) >^tTLB^T-^ 
j|U QIA prep8 mini prep (^7^*>*fc) ^m^T^^XS. F DNA b 
Tco j&g@B?!I&3£©7c:#>©£J&^ DyeDeoxy Terminator Cycle Sequence Kit 

5 mwthtco *<Dm%k. @2^j#-^: 8ic^-riBW#e>nfeo 

&mm&ltf=i - KT£75/ ^SB^J (IB#I## : 9 ) Lakaye 6, 

(Lakaye, B. et al. (1998) Biochem. Biophys. Acta, vol. 1401, pp. 216-220) 
^V>T, k h SLC-1 <£>gE?!]£#trk h DNA @B?"J (accession 

number :Z86090) S&tfclbT^y h SLC-1 *>&»*£3n&SBaJ£bT«j£3 

10 nxVifekh SLC-1 T^yRS^tBS^T^D, JdJgffiaioS&fc 69 K. 
#64 75 yRJiafclCMSfin h'>TS§ ATG #* niMA -5 £ £ b 

TV>3. ^(DlB^iJ&n— DNA ^tS^^TsS. FHiSfffii* 

Escherichia coli DH10B/phSLClL8 £ I FO*M I BHfcWffcbfco 
###]l-7 k M&iUKfi3fecDNA*fflVifcPCRft»CJ:*t hSLC-lcDNA© 

15 ifli 

v ? ->h7u/7 p fef3«i;0^o-r:>^$n^t: h SLC-1 DNAgB^ISr^tr 
/775H*iItU I3^J#-^: 1 0^«tlXl 1 CD^DNA ^^-fT— £ 
SBSWf: 1 2feJ;tfl 3<D-&fiJcDNAy^-f V— fcffl V>T PCRi£fc:J;S*i*I 
S^tl^nff^ofc. W#Oii*SDNA*bhSLC-l(S)t^ ^©^"IgDN 
20 ASrk h SLC-1 (L) t^^bfeo -grJ^DNA V-fctg^teSSKSliRStt 

Sal I (Dnffilir&M&UWtm-zns %Tc 3' MfcMIRMtSpe I. 

K#*08B«K?!l*f?Minbfc. k b SLC-1 (.S)mm<DRJ&WL<OUf&tt~ k b 
25 SLC-1 DNAlB^J^tT^XS HMFSS At 1, £fifc DNA T/?^ 0. 4 

MM, 0.2 mM dNTPs> pfuDNAsfcU *£0. 5 M I iSil^ilCltlCAy 

2*7- (/1-*>x;i/V-tt) £/8^> 94*C • 60 U>©M<D&, 94 < C-60£!\ 
57"C-60#, 72t: • m&<D*M9)\'& 25 @»t)jgU 7212 • 10 # 
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ftuistco £7c, thSLc-ia)«r'«©K^atoiajactt> t h slc-i dnash 

n^^Zf^7,B. \*mM 5 m K^DNA^-fT— &0.4 At M, 0. 2 mil dNTPs, 
pfuDNA^U^^— fe?0.5 n 1 ^J:^ii:#I©n5'7 7-T, Witt 

5 T-*t) SrfflV^ 9413 • 60#CDMCD^> 94t: • 60 fj> % 60^ • 60f$>, 72t; • 
3 25 72*C • lO^lfc. *64K£tt® 

10 #XcDNAW»©^ffi^J©#ttKl«kS*«cDNAK?!l©aiB' 

1-7 T?frfco & PCR «©S>S2l«tt 0. 8 %<D&Mj£7tfa-7,y 

/-ji'fflffl, 7x.s— )\>- #pp3ft;kkifim> x^y— ;Mtift*fTfc:oTDNA 

£rleli&b}fc 0 PCR-Script™AmpSK( + )#P— — >if^v V (7,h7^^->th) 
15 <D®J5\ZW<^ HIIKU^DNA&^X5 F^#^ — pCR-Script Amp SKO'n 
+r:/#P — ->{fVf£ 0 Jin^rX^aiUbT H'J (Escherichia col i ) DH5 
a competent cell (b~3-#-) ^AbT^K^bfc^ cDNA^fAlff 

a6&s-rs# p— ><D&&mmvrco2iffi&&m^TftMi>* t h slc-i 

20 (S) <DT&mM.WkW coU DH5 a/hSLC-1 (S)tth SLC-1 (L) (D&nUWkfc h_ 
coliDH5 a/hSLC-1 (L) P->£T> tf ->'J >£^tT LB 

flfeig^U QIA prep8 mini prep (^T^tt) fc/B^T^XS K DNA 
£H3i£Lfco BMSU&DNA©— «*fflViTfWIB»*Sal I££tfSpe I \z£ 

25 I£^J<D&^ CD jxJfoteDyeDeoxy Terminator Cycle Sequence Kit (/I— 

&. fc&ftfc* n->©ffiJ!!l«» fc b SLC-1 i^^itbWJS^ : 
1 O&cktf 1 l©^j5KDNA^7-f"7-"eil!«*n«^*DNAiB^I (iB2RI# 
f : 14) *3j:tf t h SLC-1 jte^*MMtbT@B^J#-^ : 1 3 
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1-9 hh SLC L 1 (S) fm CHO Hfflfla^cfc^t h SLC-1 (L) »8I CHO fflfl& 

5 i-8 -eEEijWfcssnfc b h sLc-i (s) th sLc-i a) -brnxz 

ntc^yXS. HICioTMfei^nfeL coli g>^P->J:0 Plasmid 
Midi Kit (*T>f>ft) ^^7^5HMU «#^Sal I 

r/spe i •r«jifbT :; r>it-b^^oaiU^o -r >u— h dha 

— T^X^ HpAKKO-lllH (Hinuma, S. et al. Biochim. Biophys. Acta, Vol. 
1219, pp. 251-259 (1994)BBtt® pAKKOl. 1 1H fcPJ— f-??* B. H) 

15 Slffl 79 X $ H pAKKO-hSLC-1 (S) t. pAKKO-hSLC-1 (L) Sflt^bfc. 

pAKKO-hSLC-1 (S) pAKKO-hSLC-1 (L) Tflfeibfc IL coH DH5 a ( h 

-3-#— ) &mm&k* Plasmid Midi Kit (3rT£*>%f:) £J8^TpAKK0- 
hSLC-1 (S) t pAKKO-hSLC-1 (L) ©7 57. 5 F DNA SiSSlfc, C-tl* Cel lPhect 
Transfection Kit (77^tA77il' , 7'>7;WtT^t) &JBV«t<Z>:/ 

20 D hnjHC^o T CHO dhfr«JC«EAbfe. 10 # g © DNA £U yWtfDVS/ 
V&t<D&lZmnWii:V, 24P3lfflfl&fc5 x 10 5 £fctel x 10 6 1@©CH0 dhfr 
Sfflia&jSaiL/fc 10 cm^* — McMbfc. lOX^i/Jteiejfilfll&'&trMEII a 
igtfnfl HW««bfc« 4 JBIftU jBftJ&ifln?** 1 0 56 S^f C ^J9&MS Jfiltff * 
^tr«»^MEM a#tt!n?JMLfc. aft#«rt»T?JtffltLT<*fc b SLC- 

25 1 (S) m&?mX CHO «T^^^M^M©3 DX-56 ^ □ 

k h SLc-i a) mfc^mx cho «Bi&T?**^Htes«Hiao3 nx-6i ? 

###J 1-10 t h SLC-1 <S) &<fctf t h SLC-1 (L) mRNA <D^M<D^m. 
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1-9 -eUfSL^n/fc CHO/hSLC-1 (S)#c 56 # D— >43<fctf CHO/hSLC- 
1(L) t*61 ^D—>©mRNA CO^MSrCytostarT Plate (7T->fA7 7JV 

bfc» CH0/hSLC-l(S)$fc:feJ:tf CH0/hSLC-l(L) □ — Cytostar T 

5 Plate CD&welMC 2.5 x 10 4 fi1"O»aUT 24 R9MgH)tLfc& 10&tfUl/^ 
'J>l:ioTtt$@!llfc. #wellfc0.25X Tri ton X-100 SS&flnbTttl 
!!&©@^tt£&W , 7!i|&, 3S S ^;i/bfc@E?iJ## : 1 6© riboprobe 
/W^'J^X^tfc. 20 mg/ml <D RNaseA %t£r wel l fciDATittl*® 
riboprobe £$Hbb, 7 p l/-b§J:<»&ft, /W^U^-fXU 
.10 riboprobe ©;ftS*«ft* Topcounter T»j£b&. »ltigtt©iftV4fo&*iiRNA 
»8I*3WB^». mRNA5BS*©it5^7^P— >©«f»*»6, ftrfc^D— 
57 ££fc/HV>&. 

15 -X hfiH£©«»£ 

1 - 1 0 e. ftfc k h SLC-1 £§31 CHO D - > 57 & J;tf#*t 

wi-4T?tt6nfc5yb sLc-i mi cho snug? p-> 44 zm^x. 

XmiZk V W^SrP8Sbfco 5 mM EDTA(X^1/>>?T5 >EgTO) £»b 
tfi U >&l^«£S:fe&7jC (pH 7. 4) llth, y h SLC-1 5SH CHO ID 

— (10 mM NaHC03 * 5 mM EDTA, pH 7.5)* 10 ml JjPtU tPJ h n >3}^ : E:>>:^ 
^1f-£ffl^T*^:^- b bfc.4oox g t 15 #Mj&i>bT#£nfc±ii£ 

$ 100, OOOXgT 1 B#F^5b,M^oet®^*#fe. E0«3R«|& 2 ml 
©7yt'f/ty7 7-[B0 mM Tris-HCl (pH 7. 5), 1 mM EDTA, 0.1% BSAC7 
25 ^Skm7)^5.». 10 mM MgC12, 100 mM NaCK 1 n M GDP (^7/y>5' 
>WO > 0. 25 mM PMSFC7 xZjl//^7;^3i;i/7Jl/t7^ H) , lmg/ml 
^7 P X^^>> 20 mg/ml CK^^X 10 mg/ml 7^7.^^-^^ H>]K:» 

*su loo.oooxgT i WNMBt&bfc. ttmmtLTmu^titcmm^nzs 

20 ml 077^ A'^7 7-!:HU -80° CT§#1> &ffl<DiB 
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\dU>m<DMK7U-h\Z, 77^^7 7- T^LfcSLC-l CHO 
mfcmmfr 171 p. 1 DMSO&SifcT?*JRLfc 3xlO- ,0 M M.CH 2 1, 

5 a^0»ftK:lfr3Rlyfctttt<b'&'»»«[2 u U :fe«fcOT 5 S]-Guanosine5' -(r 
-thio) triphosphate^-- fb^a *t§SD 25 At 1 ^n^n^JjPbfcCSB 
M«S:20 At g/mK [ 85 S]-Guanosine5'-(r-thio) triphosphate^^ : 
0.33nM) o 21 <DK)&m& 25^1? lPti?^ m&VtSim ^57,7 
^Jt/^-(GF-C)£fflV>T©§|;5i®U (50mM Tris-HCl MM®. 

10 PH7.5) 300 u 1 T3®gfe#L£:o ^X7^^-»»f^-* 
50ml Sfc&DU fcMffit§t#:'»5 1 t'-^3 >^7>^-TM^t£ 

mtiairfetgnteMmm/ (mch ^^pLfet^^^ttstt-DMso^^^ 
jnufct#o^w?stt) x ioo tvx, $&&®m& (%) ^s^tto ic 60 













SlStt (IC M ffi: nM) 




5 



tt&m (i) , (io fe^^nso^*, @nfcMCHSt#^M 
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1. 5£ 

Ar 1 — X— Ar — Y— NC n 



6 [^ff, Ar MAgJSlS^^UT^TfeJ:^^^ ; 
Ar fcmm*£*UWTfc«fcV^£#§!5$3f#5i : £ ; 

Y 1 1 %> £tt&£& * l/T V>T *> «k V^SE***5HS^fiJ5LT V>T *> «k < , R 

4 * 7 =• >WH*;l' : £ >^tn,Mo 
fe«fcV>Jftfc#*S&5*f*\ R 1 <h R 2 fc*«»arr SiHIfi: t>fcg&g£ 
Ytt%>lc«U6fe*UWTfeJ:V»M*«*!l*»^*ll*«llB«l 

5 . 
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Ar 1 — X— Ar — Y — N ^ } <!') 



[5$#, Ar MSB&Sfttf UTV>Tfe«k^Sli^ft ; 
XVteCONR 8 , NR 8 CO (R 8 «7K^0^> An$*>fl5$*lWrfc«fc<r> C 1 . e 

6 Xb<*nwrt><fcV> C ^eT^^I/X^^l/^^^.OCO £/tteCOO ft; 
Ytt^aoJK^Hfcl 6 0Xt— !J— ft ; 
Ar ttflKft«ft^bTViT'b < fcVii»^IR^3Sr#gift ; 
R ^JctfR 2 ttH— ^fcttS^oT^JH^SfcttitSISft^rUTViTfeJ; 

viKft7k*36ftjs*r*\ r 1 1 R' 2 ttti»ss'r*a*fflc : ?t"bfc««a£ft^rL, 

io ' T^Tfe.i;V^^^m^ft^L,T ! b e };<, R 2 «P^T^^M^«fc^ 
Y 1 1 *> teSlftatft^r bWCfc ck v^S*a*5Rft^J« bTV>T fe<fc < , R 
2 «^-r^^m®^ Y£«fctf Ar fc£fcfcWfc*ft#LTtrvr*>J;Vv&S8 

*»&SlftJB/£l/TV>T , bJ:V>. fc£U X^CONR <R fcMcpTPSfcttC 

^Sfctt^^xa-^-tfV— ;n?&< ; x^conh Artery 
20 t&v>. ] T^^ns-fb^tts^tt-t©^. 

6. X x *«C0NR 8 *fcttNR 8 CO (R 8 «tK^0^ Any>fb£*lTV>Tt> «k 

*3 j: zt r 2 * ft temte •? x^mmT^ tdtmrnm ft m tx wr t> «t v> 

26 ^b*^Sft^T*\ R 1 £ R 2 £#»8rr*S8*]BB ! ' £<bfcfi&gft*rbT 
. V^TfectV^S^ffiSSSIft^-rs^, R 2 ^^t-§^mJE^^^Yt«h 
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7. Ar ^^nzmft&tiwmm&^&zm&ms&m.wk&mo 

10. Ar S&»£WUTV>Tfc£V>C 6 _ 14 7U-;]/^«&£nWT 

t> i tf ^ u s^^i/Tf *»iwes 5 BB*©fb/&4&. 

11. X 1 3&« CONH COO 5 f&WKDfc&Mo 

i5 1 2 . Ar n%ffi&&m&^mm&$mwL 9^uh om^m^ 

1 3. Ar ■c^sns^is^fidu omm^m^mmmmm-v^ 

1 4. Ar ^mi*n%m&&m& : %mwfi*; u >*fcwtf-:7*i' 

20 *«5fB«©<k-&«». 

15. X^CONR 8 £fcfc£NR 8 C0 (R 8 fcj:**®^ Any Xb£*lWTfc 

c ^sT^jk ADy><b.$nTv^T ! bJ;vi c ,.,7;i4^-*^ 

25 16. YT^$n§±Wfic 1 b 6 07^- -0-, -s-> 

-CO-, -SO-, -SO 2 -, — NR 8 — (R'tt**®^ AOd»*><bSnW 
Tt>£^ C ^eT^^K ADy>-ffc;*nTViT*>«kVJ C 
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17. y&c ^Tfy^vy^&zm^sftmvtt&m* 

is. r 1 1 r 2 ttfmm?2>&mm?th\m&m*mvT^Th&^m. 

5 19. <£&mmmm& : e)i'&v>* tr^u>>>, t?^>>>, tfDU> ? >, 
i.s-^tvuv?^ ih — t$^/-;k hd-ih— r^yv-jK 

2,3-^hHO'f> H— Jk l,2,3,4-rh7tHO*yU >£fcte 1, 2, 3, 4 

io 21. m^m 5 mffi.<D<k&m<D7 n h 9 y ^. 

2 2 . 4* P P-N- [6- [ (N , N-v^^SJKT 57)^ [1,1'- 

4* p p-N-[6-a-trp u i?— ;u^^;w-2-±7^;w a, r-if7x-;i/]- 

4-#;U#3rU-i£ H ; 

15 4* P-N- [2- (1- 1? P U 5^) -6-* / U [l,l'-t*7xr 

;W-4-#;i^3r1t== H ; 

4 ' - ? )V* p -N- [2- ( i - tr^ u >>z:;m -6-* / u ~; w [i,i'-k'7x^ 
.;W-4-*;i/^^it5 H ; 

4' P P-N-[2-[(2-^^;i/-4, 5-i?t: H P-1H--T 3^1/— ;i/-l-f )V) 
20 ;W-6-^7 ij-jv] [l, l'-k^x^W^M+t^ H •; 

4' -2 P P-N- [2- [(2, 2, 6, 6-t=- h^^^Wl-tf-^U ;*^;W-6-3V 

u— ;w ci, r-if7x-jw-4-*M+ta K ; 

4-(Bna7i -N- [2- (l - tf p U ;* ^)V) U~;H-i-tf 
25 N-[2-o-t?P u s^iowwnMry u=.;w [i, i'-H7x-jw-4-*m 
6- (4-^ ^jv ? x -N- [2- a- 1: p u s>— ;m ^'jw -6-* y u n;w iaf 

K ; 

4- (4-* h * is 7 x - )V) -N- [6- (1 - tf P U v 5 -^ * -2-^- 7 -1 - tf 
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6-(4-^< h^->7i -N- [6- a - tf p. u ^ ^; w y J-) w n n ^ 
6- (4-^f;i/7x n;W -n- [6- (i- bf d U 5*z;m -2-^-7 - n 3=- > 

2 3. 5£: Ar'-H (XII) 

k*, Ar 1 maxm 5 tern £ i^ic« t« $n§^ti £ n.^<om. t ^ 

L— X— Ar— Y— N<f (xill) 

i \ V-"" ' 

Ar 1 — X— Ar — Y— N< <f) 

: \ V-"' 



15 2 4. »EA«l$9j6f!lT»Sai*«lHB«0»J. 
2 6. 5£ 

Ar 1 — X — Ar — Y — N (l) 
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Ar WT ^V^^SSj^Sm* ; 

Y £ £ 1> CB&S U T T & J: V^^H^ b T V^T ± < , R 
2 7. ^ 

Ar'-X-Ar-Y-N^ ) (l) 



[5£*, Ar MSemS^^bTViTfeiV^^^ ; 
2 «^T^>^m^ Y&J^tfAr ££*>lzW&&&misX\,>X'b&^g. 

m$LW}Miz&>-$T2>z.t&&m£-rz> mm&mmz&ttzmmmv^mt. 
25 2 8. ^^n>^7r<;^>c@H-r^)^so^^ • t&mmzmm.-rtttb 
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R 

Ar 1 — X — Ar — Y— -N <T (l) 

i \ . r 2 — 



Ar teg&S£^bWT%£V^£^t5£^#3ii£ ; 

29. EtSE®fg& • fe%m\%Mm"rz>frib<D. a 



.1 A W_-/ 

.2 



Ar'-X— Ar— Y-N (l) 



R 



Ar 44B»SSW^T^T<b«fcViai«IS* ; 
X&<fctf YteH^— £fcfcm&oT£8M<DlH^ 1 fcV> b 6 OX'S— U— & ; 
15 Ar ««Jfe3l&^rbTViTt>J:VJ|g-&^iR^3Sr#5ilft ; 

y 1 1 t> bT «b <fc vv&agSifcSiSl&J&fc bWT t> «t < » R 

2 «^T-5S^0^ Y*5<fctf Ar bTVvr*>«fclrv££ 



20 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Melanin Concentrating Hormone Antagonist 
<130> 2723WO0P 
<150> JP 2000-134295 
<151> 2000-04-28 
<150> JP 2000-384897 
<151> 2000-12-13 
<160> 16 
<210> 1 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

gtcgacatgg atctgcaaac ctcgttgctg tg 32 
<210> 2 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 2 

actagttcag gtgcctttgc tttctgtcct ct 32 
<210> 3 
<211> 353 
<212> PRT 
<213> Rat 
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<400> 3 

Met Asp Leu Gin Thr Ser Leu Leu Ser Thr Gly. Pro Asn Ala Ser Asn 

1 5 10 15 

He Ser Asp Gly Gin Asp Asn Leu Thr Leu Pro Gly Ser Pro Pro Arg 

20 25 30 

Thr Gly Ser Val Ser Tyr He Asn He He Met. Pro Ser Val Phe Gly 

35 . 40 45 

Thr lie Cys Leu Leu Gly He Val Gly Asn Ser Thr Yal He Phe Ala 

50 55 60 

Val Val Lys Lys Ser Lys Leu His Trp Cys Ser Asn Val Pro Asp lie 
65 70 75 80 

Phe He He Asn Leu Ser Val Val Asp Leu Leu Phe Leu Leu Gly Met 

85 90 95 

Pro Phe Met He His Gin Leu Met Gly Asn Gly Val Trp His Phe Gly 

100 105 110 

Glu Thr Met Cys Thr Leu He Thr Ala Met Asp Ala Asn Ser GJn Phe 

115 120 125 

Thr Ser Thr Tyr He Leu Thr Ala Met Thr He Asp Arg Tyr Leu Ala 

130 135 140 

Thr Val His Pro He Ser Ser Thr Lys Phe Arg Lys Pro Ser Met Ala 
145 150 155 160 

Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser Phe He Ser He Thr 

165 170 175 

Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe Pro Gly Gly Ala Val 

180 185 190 

Gly Cys Gly lie Arg Leu Pro Asn Pro Asp Thr Asp Leu Tyr Trp Phe 

195 200 205 

Tbr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu Pro Phe Val Val He 
210 215 220 
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Thr Ala Ala Tyr Val Lys He Leu Gin Arg Met Thr Ser Ser Val Ala 
225 230 235 240 

Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 255 

Thr Ala He Ala He Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

260 265 270 

Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser Arg Pro Thr Leu Thr 
275 280 285 



Phe Val Tyr 


Leu Tyr Asn Ala Ala He Ser Leu 


Gly Tyr Ala Asn Ser 




290 


295 


300 




Cys Leu Asn 


Pro Phe Val Tyr lie Val Leu Cys 


Glu Thr Phe Arg Lys 




305 


310 315 


320 




Arg Leu Val 


Leu Ser Val Lys Pro Ala Ala Gin 


Gly Gin Leu Arg Thr 




- 


325 330 


335 




Val Ser Asn 


Ala Gin Thr Ala Asp Glu Glu Arg 


Thr Glu Ser Lys Gly 






340 345 


350 




Thr 








<210> 4 








<211> 1074 








<212> DNA 








<213> Rat 








<400> 4 . 








gtcgacatgg 


atctgcaaac ctcgttgctg tccactggcc 


ccaatgccag caacatctcc 


60 


gatggccagg 


ataatctcac attgccgggg tcacctcctc 


gcacagggag tgtctcctac 


120 


atcaacatca 


ttatgccttc cgtgtttggt accatctgtc 


tcctgggcat cgtgggaaac 


180 


tccacggtca 


tctttgctgt ggtgaagaag tccaagctac 


actggtgcag caacgtcccc 


240 


gacatcttca 


tcatcaacct ctctgtggtg gatctgctct 


tcctgctggg catgcctttc 


300 


atgatccacc 


agctcatggg gaacggcgtc tggcactttg 


gggaaaccat gtgcaccctc 


360 


atcacagcca 


tggacgccaa cagtcagttc actagcacct 


acatcctgac tgccatgacc 


420 
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attgaccgct acttggccac cgtccacccc atctcctcca ccaagttccg gaagccctcc 480 
atggccaccc tggtgatctg cctcctgtgg gcgctctcct tcatcagtat. cacccctgtg 540 
tggctctacg ccaggctcat tcccttccca gggggtgctg tgggctgtgg catccgcctg 600 
ccaaacccgg acactgacct ctactggttc actctgtacc agtttttcct ggcctttgcc 660 
cttccgtttg tggtcattac cgccgcatac gtgaaaatac tacagcgcat gacgtcttcg 720 
gtggccccag cctcccaacg cagcatccgg cttcggacaa agagggtgac ccgcacggcc 780 
attgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct gcagctgacc 840 
cagctgtcca tcagccgccc gaccctcacg tttgtctact tgtacaacgc ggccatcagc .900 
ttgggctatg ctaacagctg cctgaacccc tttgtgtaca tagtgctctg tgagaccttt 960 
cgaaaacgct tggtgttgtc agtgaagcct gcagcccagg ggcagctccg cacggtcagc 1020 
aacgctcaga cagctgatga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 5 
<211> 262 
<212> RNA 
<213> Rat 
<400> 5 

gcgaauuggg uaccgggccc ccccucgagg ucgacgguau cgauaagcuu gauaucgaau 60 
uccugcagcc cgggggaucc gcccacuagu ucaggugccu uugcuuucug uccucuccuc 120 
aucagcuguc ugagcguugc ugaccgugcg gagcugcccc ugggcugcag gcuucacuga 180 
caacaccaag cguuuucgaa aggucucaca gagcacuaug uacacaaagg gguucaggca 240 
gcuguuagca uagcccaagc ug 262 

* 

<210> 6 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 6 

caacagctgc ctcaaccc 18 
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<210> 7 




* 




<211> 18 




- 




<212> DNA 








<213> Artificial Sequence 








- 






















CClgglgalC IgCLlCCl 


1 R 

1 0 






\/51U/ 0 








/91 1 S 1 97R 








/919N HMA 
\Z1g/ iHNft 








/9 1 Human 








/A(\(\\ Q 








♦ a rrrr f /to. + rr T /» a rr t <T/rrr a rr/» 

lagglgaigl cagigggagc 


p a t era q era a cr orcr a crt &o& era 
Ldlgddgddg &ea&l&&&&a 


gggcagttgg gcttggaggc 


cn 
OU 


rrrr/* o it/* ctcre* I frf* /» o ctrtf* top 

ggC agCggC I gC C aggC I aC 


rrrra croro a era p pppp t f pppa 
gsdggdd&dC till L ULUd 


actgegggge ttgcgctccg 


1 on 

lzO 


frnro/>oorrcT'f rr rrp o rrcrp crp t or 


era orcrp "J crp p cr p acrpp t crpcrt 
Sdsgt tdglt Igtgl 


gggtggaggg gage t cage t 


1 OPi 

loU 


/» rrcT i i a i ctctct a crp a ororp era p 


p crorp a p f croc i crcra f crcra pp 


tggaagcetc gctgctgccc 


Z40 


9 p t orcr t pp p a a p crp pa crp a a 


pappfptcrat crcrp p p p or a t a 


acctcacttc ggcaggatca 


OOP* 


cc t rr t rcrr a f* fJPfcrcra er a t 


pfpptapatp aapatcatca 


tgccttcggt gttcggcacc 


360 


a t f* t crpp t pp t a t p a t 


r crcTCTa a p t p r arcrErtnatf! t 


tegeggtegt gaagaagtcc 


a on 
4ZU 


aagctgeact ggtgcaacaa 


cgtccccgac atcttcatca 


tcaacctctc ggtagtagat 


4oU 


ctcctctttc tcctgggcat 


gcccttcatg atccaccagc 


tcatgggcaa tggggtgtgg 


04U 


cactttgggg agaccatgtg 


caccctcatc aeggecatgg 


aigccaaiag icagiicacc 




agcacctaca tcctgaccgc 


catggecatt gaccgctacc 


tggccactgt ccaccccatc 


DOU 


tcttccacga agttccggaa 


gccctctgtg gccaccctgg 


tgatctgect cctgtgggcc 


720 


ctctccttca tcagcatcac 


ccctgtgtgg ctgtatgcca 


gactcatccc cttcccagga 


780 


ggtgcagtgg getgeggcat 


acgcctgccc aaccc^gaca 


ctgacctcta ctggttcacc 


840 


ctgtaccagt ttttcqtggc 


ctttgccctg ccttttgtgg 


tcatcacagc cgcatacgtg 


900 


aggatcctgc agegcatgae 


gtcctcagtg gcccccgcct 


cccagcgcag catccggctg 


960 
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cggacaaaga gggtgacccg cacagccatc gccatctgtc tggtcttctt tgtgtgctgg 1020 
gcaccctact atgtgctaca gctgacccag ttgtccatca gccgcccgac cctcaccttt 1080 
gtctacttat acaatgcggc catcagcttg ggctatgcca acagctgcct caaccccttt 1140 . 
gtgtacatcg tgctctgtga gacgttccgc aaacgcttgg tcctgtcggt gaagcctgca 1200 
gcccaggggc agcttcgcgc tgtcagcaac gctcagacgg ctgacgagga gaggacagaa 1260 
agcaaaggca cctga 12? 5 
<210> 9 . 
<211> 422 
<212> PRT 
<213> Human 
<400> 9 

MeT Ser Val Gly Ala MeT Lys Lys Gly Val Gly Arg Ala Val Gly Leu 
15 10 15 

Gly Gly Gly Ser Gly Cys Gin Ala Thr Glu Glu Asp Pro Leu Pro Asn 

20 25 30 

Cys Gly Ala Cys Ala Pro Gly Gin Gly Gly Arg Arg Trp Arg Leu Pro 

35 40 45 

Gin Pro Ala Trp Val Glu Gly Ser Ser Ala Arg Leu Trp Glu Gin Ala 

.50 55 60 

Thr Gly Thr Gly Trp MeT Asp Leu Glu Ala Ser Leu Leu Pro Thr Gly 
65 70 75 80 

Pro Asn Ala Ser Asn Thr Ser Asp Gly Pro Asp Asn Leu Thr Ser Ala 

85 90 95 

Gly Ser Pro Pro Arg Thr Gly Ser He Ser Tyr He Asn He He MeT 

100 105- 110 

Pro Ser Val Phe Gly Thr He Cys Leu Leu Gly He He Gly Asn Ser 

115 120 125 

Thr Val He Phe Ala Val Val Lys Lys Ser Lys Leu His Trp Cys Asn 
130 135 140 
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Asn Val Pro Asp He Phe He He Asn Leu Ser Val Val Asp Leu Leu 
145 150 155 160 

Phe Leu Leu Gly MeT Pro Phe MeT He His Gin Leu MeT Gly Asn Gly 

165 170 175 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu He Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr lie Leu Thr Ala MeT Ala lie 

195 200 205 

Asp Arg Tyr Leu Ala Thr Val His Pro He Ser Ser Thr Lys Phe Arg 

210 215 220 

Lys Pro Ser Val Ala Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser 
225 230 235 240 

Phe He Ser He Thr Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe 

245 250 255 

Pro Gly Gly Ala Val Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr 

260 265 270 

Asp Leu Tyr Trp Phe Thr Leu Tyr Gin Phe Phe' Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Val Val He Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thf 
305 310 315 320 

Lys Arg Val Thr Arg Thr Ala He Ala He Cys Leu Val Phe Phe Val 

325 330 335 

Cys Trp Ala Pro Tyr Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser 

340 345 350 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 365 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys 
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370 375 380 

Glu Thr Phe Arg Lys Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin 
385 390 395 400 

Gly Gin Leu Arg Ala Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg 

40.5 410 415 

Thr Glu Ser Lys Gly Thr 
420 

<210> 10 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 10 

gtcgacatgg acctggaagc ctcgctgctg c 31 
<210> 11 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 11 

actagttcag gtgcctttgc tttctgtcct c 31 
<210> 12 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 
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<400> 12 

agtcgacatg tcagtgggag ccatgaagaa ggg 33 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 13 

aactagttca ggtgcctttg ctttctgtcc tct 33 

<210> 14 

<211> 1074 

<212> DNA 

<213> Human 

<400> 14 

gtcgacatgg acctggaagc ctcgctgctg cccactggtc ccaacgccag caacacctct 60 
gatggccccg ataacctcac ttcggcagga tcacctcctc gcacggggag catctcctac 120 
atcaacatca tcatgccttc ggtgttcggc accatctgcc tcctgggcat catcgggaac 180 
tccacggtca tct.tcgcggt cgtgaagaag tccaagctgc actggtgcaa caacgtcccc 240 
gacatcttca tcatcaacct ctcggtagta gatctcctct ttctcctggg catgcccttc 300 
atgatccacc agctcatggg caatggggtg tggcactttg gggagaccat gtgcaccctc 360 
atcacggcca tggatgccaa tagtcagttc accagcacct acatcctgac cgccatggcc 420 
attgaccgct acctggccac tgtccacccc atctcttcca cgaagttccg gaagccctct 480 
gtggccaccc tggtgatctg cctcctgtgg gccctctcct tcatcagcat cacccctgtg 540 
tggctgtatg ccagactcat ccccttccca ggaggtgcag tgggctgcgg catacgcctg 600 
cccaacccag acactgacct ctactggttc accctgtacc agtttttcct ggcctttgcc 660 
ctgccttttg tggtcatcac agccgcatac gtgaggatcc tgcagcgcat gacgtcctca 720 
gtggcccccg cctcccagcg cagcatccgg ctgcggacaa agagggtgac ccgcacagcc 780 
atcgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct acagctgacc 840 
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cagttgtcca tcagccgccc gaccctcacc tt.tgtctact tatacaatgc ggccatcagc 900 
ttgggctatg ccaacagctg cctcaacccc tttgtgtaca tcgtgctctg tgagacgttc. 960 
cgcaaacgct tggtcctgtc ggtgaagcct gcagcccagg ggcagcttcg cgctgtcagc 1020 
aacgctcaga cggctgacga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 15 
<211> 1283 
<212> DNA 
<213> Human 
<400> 15 

agtcgacatg tcagtgggag ccatgaagaa gggagtgggg agggcagttg ggcttggagg 60 
cggcagcggc tgccaggcta cggaggaaga cccccttccc aactgcgggg cttgcgctcc 120 
gggacaaggt ggcaggcgct ggaggctgcc gcagcctgcg tgggtggagg ggagctcagc 180 
tcggttgtgg gagcaggcga ccggcactgg ctggatggac ctggaagcct cgctgctgcc 240 
cactggtccc aacgccagca acacctctga tggccccgat aacctcactt cggcaggatc 300 
acctcctcgc acggggagca tctcctacat caacatcatc atgccttcgg tgttcggcac 360 
catctgcctc ctgggcatca tcgggaactc cacggtcatc ttcgcggtcg tgaagaagtc 420 
caagctgcac tggtgcaaca acgtccccga catcttcatc atcaacctct cggtagtaga 480 
tctcctcttt ctcctgggca tgcccttcat gatcbaccag ctcatgggca atggggtgtg 540 
gcactttggg gagaccatgt' gcaccctcat cacggccatg gatgccaata gtcagttcac 600 
cagcacctac atcctgaccg ccatggccat tgaccgctac ctggccactg tccaccccat 660 
ctcttccacg aagttccgga agccctctgt ggccaccctg gtgatctgcc tcctgtgggc 720 
cctctccttc atcagcatca cccctgtgtg gctgtatgcc agactcatcc ccttcccagg 780 
aggtgcagtg ggctgcggca tacgcctgcc caacccagac actgacctct actggttcac 840 
cctgtaccag tttttcctgg cctttgccct gccttttgtg gtcatcacag ccgcatacgt 900 
gaggatcctg cagcgcatga cgtcctcagt ggcccccgcc tcccagcgca gcatccggct 960 
gcggacaaag agggtgaccc gcacagccat cgccatctgt ctggtcttct t tgtgtgctg 1020 
ggcaccctac tatgtgctac agctgaccca gttgtccatc agccgcccga ccctcacctt 1080 
tgtctactta tacaatgcgg ccatcagctt gggctatgcc aacagctgcc tcaacccctt 1140 
tgtgtacatc gtgctctgtg agacgttccg caaacgcttg gtcctgtcgg tgaagcctgc 1200 
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agcccagggg cagcttcgcg ctgtcagcaa cgctcagacg gctgacgagg agaggacaga 1260 
aagcaaaggc acctgaacta gtt 1283 
<210> 16 • 
<211> 420 
<212> RNA 
<213> Human 
<400> 16 

caaaagcugg agcuccaccg cgguggcggc cgcucuagcc cacuaguuca ggugccuuug 60 
cuuucugucc ucuccucguc agccgucuga gcguugcuga cagcgcgaag cugccccugg 120 
gcugcaggcu ucaccgacag gaccaagcgu uugcggaacg ucucacagag cacgauguac 180 
acaaaggggu ugaggcagcu guuggcauag cccaagcuga uggccgcauu guauaaguag 240 
acaaagguga gggucgggcg gcugauggac aacuggguca gcuguagcac auaguagggu 300 
gcccagcaca caaagaagac cagacagaug gcgauggcug ugcgggucac ccucuuuguc 360 
cgcagccgga ugcugcgcug ggaggcgggg gccacugagg acgucaugcg cugcaggauc 420 
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